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(57) Abstract 

Cinnamamide derivatives represented by general formula (I); and immunomodulators and preventive and therapeutic agents for 
nephrotic syndrome, circulatory disturbance and respiratory diseases, containing the same, wherein R is hydroxy 1, C r C 6 alkoxy, arylalkoxy 
or (substituted) amino; R 2 and R 3 are each halogeno or C r C 4 alkyl; R 4 is hydrogen or C r C 6 alkyl; R 5 is hydrogen, C r C 6 alkyl or aryl; R 6 is 
hydrogen, C r C 6 alkyl, cyano or C r C 6 alkoxycarbonyi; W is O, S, imino, methylene, hydroxymethylene or carbonyl; X and Y are each O or 
S; m is an integer of 0 to 2; and n is an integer of 1 to 3, or alternatively the -C(R 2 )(R 3 >W- group may be vinylene when m is 0. 
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*IT^5. ffioT, IL-6, I L- 1 O&tfl L- 1 2 0fi£*iH*H"*fc£ 
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n*#U sn**«, **&&T+MEtL£<Dimm*9\*&zTtt*>. 

( 1 ) ( I ) : 



r 8 y 



pHA-^r I T "'Tl (i) 



R^R* Re ^ 



****«U R 5 C 1 _ 6 -y;^ SXfJ7U _^g^ L< R6 

tt***F, C,. 6 -7Wi, •>7/SlliC 1 . 6 -7^^y-ijMz 
^*fc«U Wtt«*«^ Bft*?. -f$/l, *5PU>g, th'D^y^ 
U>S (-CH (OH) -) (-CO-) £*U XfctfYtt. 

l~3<Bg»£SU Sfc, m#0©«^ S : -C (R 2 ) (R 3 ) -w-fih'- U 
>« (-CH = CH-) «LTt»J:^. ) Tf*in«^«|75 

(2) R' T*Sft6WSftfc75;i^, WXttJUWoc,., -7;^ 
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mmxmm®<Dc 3 - 6 —>y-o7;u*;ug, mmxmmmoc^^ - 
XTusmx&zmz (1) iztmvfifcMT* vmm&xte^vm^mzn 

(3) mis (1) (2) \ztm<D>r^ ^mm^x^om^mz^ 

(4) mm (i) x& (2) ^ib«(d^<^^75 pmmfrxte^vm^mzn 

(5) M (1) XiZ (2) (;:sE«<DvM&&7 5 Kt£S&Xte^Ol£^l${Cl? 

(6) WIE (1) Xtt (2) CERO^'f fti75 H»##Xttf OJI^WCff 

(7) ififE (1) Xtt (2) C1B*®$M'&*75 HWSftXtt-ttOK^Wkltt 

MfE^ (i) k^tr 1 ■e^$nsc 1 . 6 -7j^+yitLtn 

68tfn*4>fc< it) i-Drm^nx^xhJ:<. m^7 = 
-7ntr;k -fyyntfju, n-^;k <v^fjk sec-^Jk t-T/^k 
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mmm euvik 7U^r\ tu-jus (^awt, 7x-;k P -y 

->7n7ntf;k y^D^k v7n^>^;k i/$U^iri/)\,tfmtft>n, 
MlzZ.nt><DC 3 - 6 -i/$u7)V3r)\,m\t. Mx.tt, C,_ 6 -7;Un^vS (#] 

*tf, yb*-x i^y) , mmmm mx\z, fjy;k 7<jju) , tu- 

7x~Jk p-^h + y7i'Jk Hj;k ^7^;u) , 7U- 

7i-j^t, p-^h+y7izw, Mj;k^*, -y 

-;k ih + yAJk^-JW ^£Mtfn54>&< <h*> l<!TM&£tlT^T*>«J: 

MfE<£>7^ 7iOiiI<!;LT©C !_ 6 -7jk3+yIilTH j^fStgc 1 ~ 

-fvyn^y, n-7h^y, <V7h + ->, sec-7b*->, t-7h* 
n -^>^k>J-*>\ -fV^y^kt+y, n -^vJU^+S^W^n, 

ii:;tiboc,_ 6 -7jvo^^m\t. c x _ 6 -7;io^>s (M?Ltt. 
^n^v, i.h^y) , mmmm mxu, tru^;k 7u;k , 7u-;ua 

(WAH 7iz;k p-^h + y7i^Jk HJ;k ^7^) , J'J-Jl'f 

*s 7i-jw, p-/h+y7i-jk^*, hy;^*, ^"7^ 

*3Mk75y\ ifJk7 = y, n-7obr;k7$/\ -Yv7nh*ji/7^ /. n- 

^^kT^y, y7W5y, ylfJk75/, ^>->*;U75y\ h°D'j;U 
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i/)l7 2.yfimtf$ftZ>. llJftXtt*««OC 1 _ 6 -7^3*'>«-CiI&Sftfc 

flIAtffc Kn*->75 7^tf<bn5. Ig^SoemSTa^ 
*nfc7S/StUTtt, f!lA«N-7 h^^-N-7^JU7$ 7, N-th'D 

+v-N-/^7$y^tfe>ns. ^5£7^7S<hLT«, 

y, hf^'JS?7^fe>n-S. 

MfH^: ( i ) \z&^TR 2 xt$R 3 T?m-£nz>c 1 _ 4 -7^^;us^tT«, ^ 

;k -fy^ntfjk n-y^;U, <V7fJk sec-:/^, t -y^uauittjrs 

n3„ R 4 , R 5 Xlj:R 6 Tl$n§C 1 _ 6 -7^SibTH K*»l-6© 

amx«^K^©7;u+;us, x^;k n-yntrjk -rvyn 

fc!;k n-^^k 'fVW, sec-T^k t -:/3Mk n— -fV 

a»xtt»ft«o7;i'3*'>ST«si$nfc*;u^x;pa6, ^ja«7 h*->#;u 

#x;k xh*v#;ktfxjk n-:/o#*v;*jJk#-;k 'fVT'a^yA;!/ 
#x;k n-7*h^^i^iJk -fV7*h + ^J^-Jk sec-7h*:>#;U 
#x;k t -yh**>;tuu^x;k n -^>^;M-*$/#;ustfx;k -rv^>^ 
Jki-^v^ktfxjk n -A^->;u^v^;u^-;u^tfe>n-5. 
miis^d) icfc^x. tru^Stt, 2 -trusts, 

4 - 1: >J ^USO^-rn-CfcJ;^. 
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^x>i4 'J > if IMS, -7H>^ 7 **>7ju*>&&, ^ 

&tz> *%mts® (i) ^<Dit¥mm3.frt>wt>frtz£?iz, ->?;• h 
? >7><DsLfcm&fc& z.nt><Dm&fctf*mw<Dmm\zmT&z\t\t 

*mwitsw (i) \m*(Dj5m\z£<omm?zz\ttf'T:%z 0 toRmmu 

mtLTte. TIB (1) ~ (4) IC^I-^^^TtSo 
(1) 5£ (I) fC^^TW^OT^m^T^^)^ 
#fS91<t£ti (I) (II) : 

R 7 0 — Ar — C(R 5 )=C(R 6 )— COOH (II) 
(5£*, R 7 0-Armi:|STf5§iSR 7 T'«g£nfc*g?STB& 
$nfc7x-;Ug£^U R 5 R^R 6 «B$Ei:|W|ST-fe-S 0 ) T7K£n3*>;^ 

R 4 -NH-(CH 2 ) n -Py (III) 
(5£*K Pytt2-f'JyJH, 3 - K U yJUXIi 4 - £ U >^S£^U R 4 
nteiififB<h|p|iiT&3o ) T^$n37 S 5 Z. t\Z£i T> 

(IV) : 

R 7 0-Ar-C (R 5 )=C (R 6 ) - C ON (R 4 ) - (CH 2 ) n - P y (IV) 
(5t^ R 4 , R 5 , R 6 , R 7 0-Ar, P y Rtfn \$mZtmmT~&%. ) X'tf 

$ns7^K#£^ %^-z*mm<D&mm'r?$>zR 7 zm£L, x& (v) : 

HO -A r - C (R 5 )=C (R 6 ) — CON (R 4 ) - (CH 2 ) n -Py (V) 

(:£*, HO-Artt7Ki!STa^$n/c7x-;l/S^^b. R 4 . R 5 , R 6 , 

P y&tfn «MfB<hl^«T^-5, ) T?K$n3<t;£tj£f#, Z\(D{k£® 
(V) (VI) : 
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R 2 
I 

R 1 -C- (CH 2 ) m -C-Ha 1 (VI) 

II I 
X R 3 

Ha iiiADy>Hf, m^mmm?, im^^i, r 1 , r 2 » 

(2) £ (I) fcfcHTYtfRfcJgFPT?**^ 

mm%® (i) ^(vid : 

R'-C (=X) - (CH 2 ) m -C (R 2 ) (R 3 ) -W-Ar-C (R 5 ) =C (R 6 ) -C00H (VII) 
(5£+, A r «7xx;US£SU R 1 , R 2 > R 3 > R 5 , R 6 , m&OTttME 
) T?*Sns*JU#>KXtt-t©R*ttfi|j»flct, &5£(III) : 

R 4 -NH-(CH 2 )„-Py (III) 
(&*, Py, R 4 RtfnteffiUtmmT'&Z 0 ) T/T^n?>75 >££KJfc£ 

tt!5BK»T**dr>r (II) 2fctf(YII) MtffcTS >fc£*l (III) tt, 

(2) Ci3V>TSai££nfcWj&*t: Fo^y^?U>S (-CH (OH) -) 

(Swern) BfcffcT* - £ t«k D MiiTS d <h 

#(c<b^ (ID x»i(Vii)S*;^>a©»«TfRjfi:K:tt-r5*^K: 

5K, yl^'J>iv7-h', -/7x-JMJ>i7y^) 0#STk:ff5^ 
<h#$?£b<, MfBxX^UU >»-/7-HS hUX^)P7 5 >ch^lCffiU^>(7) 

tf®\zm\\~e&z>o its® (in xtt(vii)<z>R«;ttR#frtUTtt, K, 
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(II) lCfctt**ieg<0«fflSR 7 £LT«, mZ-ttT-t?)],^ *b 

D ^>, s?*=hj->, 7-th>, 7-t h- bV)i>mfr*>m±m&.2nrzKfo\z 

<DR l CMt575>i$i^T75 KYfT* H ifCct 0 §gjrr<5 d £ *>T# 

(3) 5C (I) \Z&^TR 6 tfis7 y mxiZC ^ 6 -7 Jin* is-* frtf-fr 

%mit&® (I) tt, &5UVIII) : 

R l -C (=X) - (CH 2 ) m -C (R 2 ) (R 3 ) -W-Ar-CHO (VI 1 1) 
(5£*, Ar, R 1 , R 2 , R 3 , mSOT«Mf2<J: IWT?&S. ) "C^ns^ 
>X7JUxt K»Wflct. &5t(IX) : 

R 6 -CH 2 -CO-NR 4 -(CH 2 ) n -Py (IX) 
(5£*, R 6 (iy7ylXttC 1 . 6 -7;i,n + y-^J^'zjHTSt) 1 Py, 

££T> * yjU (Knoevenagel) «f^S^C#T d t C £ 0 Sigf-S d ttfi 
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hits. 

(4) a (I) C£V>TYrt*fltjMC^T»S*£ 

isgEfc^ra:, boB7j& (i) ~ (3) t#5nm«, W£> MfB^: 

(I) t*l>TY*«ll*«C^Tr**7S K#*n-7 > (Lawesson) 
ft, £CT£«iI#110 -140 r-Cfe^o SJS*$7«tt*ffitcJ:DBW*KS# 

**y-;k 7-bh>. ^Dr>, y^on^x g^Kx^Mk &tf;ift£><Z> 



i75H»i# (I) J ) tt, IL-6, IL-10S^IL-12O 
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k:«k0 a*fifcATfr-rifcK7$ KR»# (I) ©IltUlmg- 

->yoh:jni;un-7., ^ H ^iz;uo-7>, x^;u-fe;i/o-x, #ut*-;nfnu 
-S80o 
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£tCJ;9g&5#, MBicAt^^llJS H^ft (I) ©lit LX 1 BO. 

oi~6o omgst» &Tatt, mm&m-bmmT&Zo 

*wmmte*mom9cm<Dmmx&z>&m¥-i 1-438 4^<DWMW^zmm 

\zmz.-£nz>h(»x\tti\,\ 
1 

[4- [ (E) -2- [N- (3- tf U vJM ^)V) ti M Ir-iH 7i/+y] gt^X^ 
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C 2 H 5 0^ 0 
O 

4-[(Hh^>Ih + y) ^r<&^3. 74g RXS 3-175//^) 

h°U^>1.68g §y^fMM75 K30mLH^L, tK^^TIc yifil. »J 
>S£v7xK2.7mL > h U 1^7 5 >2. 5mL ^Ji^SOA, ilTlUMjt^l 

- (^OQ*M : *?/-;U=50:l)T)|fgJU (E) -3- [4- [ (2- /h^ylht 
-» *h*->] 7x-JH-N-(3- tf U yJMfJH-2-7"n^>SH75 H 
4. 54g(89«) &*J!tfttt«*i:U'T#fc. 

! H-NMR (CDC1 3 ) 6 : 3.36 (3H. s), 3. 52-3.57 (2H, m). 3.79-3.83 (2H, m), 
4.55 (2H. d, J=5. 9Hz). 5.27 (2H. s). 6.53 (1H. d. J=15.6Hz). 6.69 (1H. t, 
J=5. 9Hz). 7.01 (2H, d. J=8.7Hz). 7.21-7.28 (1H, m), 7.40 (2H. d, J=8.7Hz). 
7.61 (1H. d, J=l 5.6Hz), 7.65-7.70 (1H, m), 8. 47-8.52 (2H, m) 

(E) -3- [4- [ (2- * h*->x'h*5/) *h*«>] 7xx;H-N-(3- ti'JS^M?- 
)\s)-2--?nom7Si K4.06g £25* tfMfczk*-**y--;M00mL \Z®ML. M 

WL-vimmmwLfz, »m*mm%&&* iw©(E)-3-M-kh'D^y7x 

xjU)-N-(3-b!U y;MfJH-2-yn^>i75 K • ^^C^ODfe 
<Z)£v*3Ml,*;UA7S K40nLfc**U U <7 A 10. 2g , 7otPixf 

;U2. 5mL *iOATS»T2l*Mfl|#bfc. EJSg£«MC#lfcx3\>U£iO;5U 

U Sgi^yiJ*y;^7A7D7hy'77^- (£* □ o jJn^A : * * / -;|, 

=50:1) x*mm&. nm&bmmitG® 2.z\gm *%tz. 

ttftrmp 116-12013 (ftKx5 1 ;U-'\+-^» 

1 H-NMR (CDC1 3 )<5: 1.30 (3H. t. M.lHz). 4.27 (2H, q. W. Mi). 4.58 (2H. 
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d, J=5.8Hz), 4.64 (2H. s). 6.16 (1H. t. J=5.8Hz). 6.31 (1H. d, J=15.6Hz). 
6.89 (2H, d, J=8. 8Hz). 7.24-7.30 (1H. in). 7.44 (2H. d. J=8. 8Hz), 7.63 (1H. 
d, J=15. 6Hz). 7.67-7.71 (1H, m), 8. 52-8.56 (2H. m) 



[4-[(E)-2-[N-^5 1 ;U-N-(3-t:'J : s)\>^M #;UA^-f )l] If-iW 7x7 



3- (75 7/^) tfU i?>22. 87g£> 5 ?nci;>t^>100fliL IZ®ML, &(^T- 
h U 7;U7j-ngmx5P;i/50. 4mL&£>* h U X3MU7 5 >29. 5mL£JJDx.gST 2 PfH 

h'J7MaSI75 H40. 15g(93*) 
fttt : mp 102. 0-103. 5"C (H^X^JW 

^-NMR (CDC1 3 ) <5 : 4.53 (2H. d, J=6.0Hz), 7.31 (1H. dd. J=7. 3, 4. 8Hz), 
7.64-7.70 (1H, m), 7.85-8.15 (1H. br). 8.42 UH, d, J=2.0Hz), 8.48 (1H, 
dd. J=4. 8. 1. 6Hz) 

N- (3 - tf U vJU^JU) hi)7)l*nmm.7$ H4. 08g $y^^PMA75 
K40mL(l^L, KftMWTlzm ?mi\:i- h U 9 A880mg £}jn;l, 15#F B 1H# 
Lfco ^^T|WiaT}C37'fk/5 1 ;H.47mL^J)nA, Mi&T: immMW^tzo Bifc 

A : **y-;U=50:l)T*imU N-7^;U-N- (3-hf.U S J)V^)V) h 'J 7;U^n 
»K7S K3. 71g(85»&*«Sift*ft£LT»fc. 

1 H-NMR (CDCI3) 6 : 2.95-3.13 (3H. m). 4.66-4.69 (2H, m). 7.29-7.40 (1H, 
m). 7.56-7.68 (1H. in), 8.53-8.64 (2H, m) 



MM 2 



o 




o 
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N-^^U-N-O-fciy i?)\,*T)V) h U 7;U^-o|^^75 K3. 71g 
75/^;U) t°'J->*>- xj*g£i&3. 16g(95*)£H&. 

1 H-NMR (CD 3 0D)<5: 2.85 (3H, s). 4.55 (2H. s), 8.18-8.26 (1H. m), 8.86- 
8.93 (1H, m), 8.97-9.01 (1H, m). 9.17-9.19 (1H. m) 

4-7-feh*->v~f£gn.03g 3-(*^jU7$y fcfU v>0.61g * 

y^^*^A75 K5mL ICig£?U tK^M^TH ylf^ U >K y7- H 
0.90mL, b'Jx^UTc- >0. 75mL^r«S^:*D^_. 2 B#P B H«# L7c. S^:«H 

: **y-;i/=30:l) TISISIU f[(E)-2-[N-^JH-(3-f'Jy;M^) 
#;i/A^<;i/| x^x;u] 7i-;U7-fe*- m. 50g 

1 H-NMR (CDC1 3 ) (5 : 2.31 (3H. s), 3.07-3.12 (3H. m). 4.72 (2H, s). 6.77- 
6.91 (1H, m), 7.09-7.14 (2H, m). 7.28-7.32 (1H, m). 7.46-7.80 (4H. m), 
8.55-8. 57 (2H. m) 

4-[(E)-2-(N-/^-N-(3-fUy;M^) # JUA^ ;U] x^x;i,] 7i" 
;U7-t^-M. 50g £^y*-;H0mUc^U tKIidL RWmit* U C7A0. 36g 

: ^^y-JU=30:l)-em^L, (E) -3- (4- t K □ * v7xx;U) -N-^^^-N- 
(3-t'U^M3\>l,)-2-y*n^>I?75 Hl.OOg 

■H-NMR (DMS0-d 6 ) <5 : 2.91-3.13 (3H. in). 4.62-4.85 (2H. m), 6.76-6.81 (2H, 
m). 6.96-7.12 (1H, m). 7. 33-7.68 (5H. m). 8.47-8.50 (2H. m) . 9.87 (1H, 
brs) 
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(E) -3- (4 - k K □ * -> 7 x - )V) -N- ^ ^;WN- (3- 1? U vJM 7^) -2- 7° □ ^ > 
K7 5K1.00g *^*5^*JUA75 hMOiUwgtfU p?K7J'J9Al. 25g , £ 
□ □ftSx^M). 50mL$inAT40 < CTl. 5 ft|B]iJ|#Ufc. S^S^ttlCftSlf' 

*S->U*yW7A^07h^77^- (v^nn^^> : ^ ^ y -;b=50: 1) 
T«Slt£, ?fiB£LgtHfc£%5 0.92g(52S. 3 steps) Sftfc. 
tttt:mp 72-74*C (^□D^^>-i-fW 

'H-NMR (DMSO-d 6l 100*0 6: 1.21 (3H. t, J=7. 1Hz). 3.04 (3H, s), 4.18 
(2H. q, J=7. 1Hz). 4.69 (2H. s), 4.74 (2H. s). 6.94 (2H. d, J=8. 8Hz), 7.01 
(IH. d, J=15.4Hz). 7.28-7.36 (1H, m). 7.48 (1H, d. J=15. 4Hz) . 7.58 (2H, d. 
J=8. 8Hz), 7.60-7.67 (1H. m), 8.43-8.50 (2H, m) 
H»J3~3 5 

i x\tmmm 2 \zmcttm\t£ ottT©^«*i»fc. 

H»J 3 



»H-NMR (DMS0-d 6 )6: 1.0 (3H. t, MHz). 1.1 (3H. t. J=7Hz). 3.1-3.4 (4H. 
n). 4.5 (2H. d, J=6Hz). 4.9 (2H. s). 6.7 (1H, d. J=16Hz), 6.9-7.3 (3H. m). 
7.5 (1H. d. J=8Hz). 7.8 (1H. d, J=16Hz), 8.0 (1H. dd. J=8, 6Hz) . 8.4 (1H. 
d, J=8Hz), 8.8 (2H. m). 8.9 (IH. t, J=6Hz) 



C2H5 




0 



o 



nmm4 
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: mp 123-127'C (»KX?\>l/-'\*-9-» 

l H-NMR (DMS0-d 6 )<5: 1.0 (3H. t, MHz). 1.2 (3H, t. J=7Hz), 3.2-3.4 (4H. 

m). 4.4 (2H. d, J=6Hz), 4.8 (2H, s) , 6.5 (1H. d, J=16Hz), 6.9 (2H. d. 

>9Hz). 7.3-7.5 (2H, m). 7.5 (2H, d, J=9Hz). 7.7 (1H. m). 8.5 (2H. m). 
8.6 (1H. t. J=6Hz) 

nmrns 




tett : mp 109. 5*C (§^X?;U) 

J H-NMR (CDC1 3 )<5: 1.30 (3H. t. J=7.2Hz). 4.27 (2H, q. J=7. 2Hz) , 4.59 (2H, 
d. J=5. 9Hz), 4.63 (2H. s), 6.27 (1H. brt, J=5. 9Hz), 6.40 (1H. d, 
J=15.7Hz), 6.74-6.91 (1H. m). 6.91-7.04 (1H i), 7.13 (1H, d, J=7.7Hz). 
7.24-7.33 (2H, m). 7.62 (1H. d. J= 15. 7Hz). 7.66-7.73 (lH.m). 8.51-8.54 
(1H, m). 8.56-8.57 (lH,m) 




16 



WO 00/42013 



PCT/JPOO/00082 



: mp 92. 7 V (Mx^;U) 
'H-NMR (CDCI 3 ) <5 : 1.29 (3H, t. J=7. 1Hz) . 4.26 (2H, q, J=7. 1Hz). 4.60 (2H, 

d. J=6.0Hz), 4.68 (2H, s), 6.16-6.23 (1H. br). 6.79 (1H, d. J=8.3Hz). 

6.90 (1H, d, J=15. 8Hz). 6.96-7.04 (1H. m). 7.23-7.34 (2H. m), 7.44-7.49 

(1H. m). 7.67-7.74 (1H, m) , 7.86 (1H, d. J=15. 8Hz) . 8.51-8.54 (1H, m). 
8. 57-8. 58 (1H. m) 
MffiM7 



H3C0. 




: mp 138. 7t: 

^-NMR (CDCI3) 6 : 3.82 (3H. s). 4.60 (2H, d. J=6.0Hz). 4.66 (2H, s). 
5.94-6.10 (1H, br), 6.30 (1H. d. J=15. 6Hz). 6.90 (2H, d, J=8. 8Hz). 7.24- 
7.32 (1H, m), 7.46 (2H. d, J=8. 8Hz) , 7.64 (1H, d, J=15. 6Hz). 7.66-7.72 
(1H, m). 8.52-8. 59 (2H. m) 



CH 3 O 

tttt:mp 139. 9^ HV7dAV--;U) 

l H-NMR (CDCI3) 5 : 1.27 (6H, d. J=6.3Hz). 4.58 (2H, d, J=7.6Hz). 4.60 (2H. 
s). 5.14 (1H. seven. J=6.3Hz), 6.18 (1H, brt), 6.31 (1H. d. J=15.7Hz). 
6.88 (2H. d. J=8. 8Hz). 7.23-7.30 (IH.01), 7.43 (2H. d. J=8. 8Hz). 7.63 (1H. 
d, J=15. 7Hz). 7.65-7.72 (1H, m). 8.50-8.57 (2H, m) 
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mm 9 



O 




Q 



t£#:mp 103. 2*C (ylfiH-fJh^DD/^» 
'H-NMR (CDC1 3 ) 6 : 1.23 (3H. t. J=7. 1Hz), 1.62 (6H, s). 4.23 (2H. q, 

J=7. 1Hz), 4.57 (2H. d. J=6. 0Hz), 6.17-6.24 (1H. br), 6.30 (1H, d. 

J=15.6Hz). 6.79 (2H, d, J=8.7Hz). 7.22-7.29 (lH.m), 7.38 (2H. d. J=8.7Hz). 
7.61 (1H, d, J=15.6Hz), 7.64-7.71 (1H. m), 8.50-8.56 (2H, m) 

nmm 1 o 




f£#c : mp 121. 6*0 (gmx^U) 

'H-NMR (CDCI3) 6 : 1. 30 (3H. t, J=7. 1Hz), 2.90 (2H. t, J=6.9Hz). 3.59- 
3.70 (2H. m). 4.27 (2H, q, J=7. 1Hz), 4.64 (2H. s). 5.79 (1H, brt), 6.22 
(1H, d. J=15. 5Hz). 6.88 (2H. d. J=8. 8Hz). 7.21-7.28 (IH, m), 7.43 (2H. d, 
J=8. 8Hz). 7.54-7.59 (1H. m), 7.57 (1H. d, J=15.5Hz), 8.46-8.50 (2H, 0) 
MMM 1 1 
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£tt : mp 153. 3*0 {*9J-M 

1 H-NMR (CDC1 3 ) <5 : 3.23 (3H, s), 3.77 (3H. s). 4.57 (2H. d, J=6.0Hz). 
4.83 (2H. s). 6.25-6.31 (1H, m). 6.28 (1H. d, J=15. 6Hz). 6.90 (2H, d. 
J=8. 8Hz). 7.23-7.30 (1H. m), 7.41 (2H, d, J=8. 8Hz) , 7.61 (1H. d, 
J=15.6Hz). 7.65-7.72 (lft m), 8. 50-8.56 (2H. m) 



tett:np 115. 2*C (> J ^nn^^>-^+f-» 

1 H-NMR (CDCI3) 6 : 4.58 (2H. d, J=6. OHz) , 4.68 (2H. s), 5.24 (2H. s). 
6.08 (IH. brt), 6.29 (1H. d, J=15. 6Hz). 6.87 (2H. d. J=8. 8Hz). 7.23-7.39 
(6H. m). 7.42 (2H, d. J=8. 8Hz). 7.63 (1H. d. J=15. 6Hz). 7.65-7.72 (1H, m), 
8.51-8.57 (2H. m) 

^mm 1 3 



lift : mp 81 r (v^nP**>-'\*+}-» 

1 H-NMR (CDCI3) 6 : 0. 91 (3H. t. J=7. 3Hz). 1. 25-1. 44 (2H. ■). 1.56-1.71 (2H. 
l). 4.21 (2H. t, J=6. 6Hz). 4.58 (2H, d, J=5. 9Hz). 4.64 (2H. s). 6.15 (IH. 
brt. J=5. 9Hz) , 6.30 (IH, d, J=15. 6Hz). 6.88 (2H. d, J=8. 8Hz). 7.23-7.30 
(IH. ■), 7.44 (2H. d. J=8. 8Hz). 7.63 (IH. d. J= 15. 6Hz). 7.65-7.72 (Mm). 
8.51-8.56 (2H. n) 



mm I 2 




o 



o 
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mm 1 4 



o 




tett : mp 123. PC. 

'H-NMR (CDC1 3 ) 5 : 1.26 (3H, t. J=7. 1Hz). 2.04-2.19 (2H, m), 2.51 (2H, t. 
J=7.2Hz). 4.03 (2H. t. J=6. 1Hz), 4.15 (2H. q, J=7. 1Hz). 4.59 (2H, d. 



7.23-7.31 (1H, 1). 7.43 (2H. d. J=8. 7Hz) . 7. 63 (1H. d, J=15.6Hz). 7.66- 
7.80 (1H. m). 8.52-8.57 (2H, m) 
$£&m 1 5 



ttftrmp 140. 2*C (x^y-^-yxfJU-rW 

l H-NMR (DMS0-d 6 ) 5 : 1.18 (3H. t. J=7. 1Hz). 1.90-2.05 (2H. m). 2.42-2.50 
(2H, ■), 3.99-4.13 (4H, n), 4.58 (2H, d. J=5.9Hz). 6.73 (1H, d. J=15.8Hz). 
6.92-6.98 (1H. m). 7.12-7.18 (2H. m), 7.33 (IE t. J=7.8Hz), 7.45 (1H. d. 
J=15.8Hz). 7.93-8.01 (1H. m). 8.38-8.43 (1H. a), 8.77-8.83 (21. b). 8.96 
(1H, brt. J=5. 9Hz) 
H»J 1 6 



J=6.0Hz). 5.99 (1H. brt). 6.28 (1H. d, J=15. 6Hz). 6.87 (2H. d, J=8.7Hz). 



o 



o 
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: mp 117. 2*C (B1?Kx3\H>) 
l H-NMR (CDCI3) 6 : 3.05 (2H. t, J=6. 2Hz). 3. 75-3.85 (2H, m), 3. 8K3H. s). 
4.65 (2H, s), 6.26 (1H, d, J=15. 5Hz), 6.55-6.74 (1H. br). 6.88 (2H, d, 
J=8. 8Hz). 7.12-7.22 (2H, m), 7.46 (2H, d. J=8. 8Hz). 7.55 (1H, d, 
J=15. 5Hz), 7.62-7.68 (1H, m), 8.54-8.57 (1H, m) 

%mm 1 7 




tttt : mp 143. 3*C (HfRx^JW 

*H-NMR (CDCI3) <5 : 3.81 (3H, s), 4. 58 (2H, d, J=6. 0Hz), 4.66 (2H. s). 
6.21 (1H, brt, J=6. OHz), 6.35 (1H, d. J=15. 6Hz), 6.89 (2H. d, J=8. 8Hz) . 
7.20-7.24 (2H.in). 7. 45 (2H. d. J=8. 8Hz). 7.64 (1H. d. J=15. 5Hz). 8.53- 
8. 57 (2H. m) 

%mm 1 8 




tttfc : mp 113-1 16^ 
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l H-NMR (CDCI3) 6: 3.80 (3H, s). 4.60 (2H. d. J = 6. 0 Hz). 4.70 (2H. s), 
6.21 (1H. brt). 6.78 (1H, d, J=8. 1Hz) , 6.88 (1H, d, J=15.8Hz), 7.00 (1H, 
dd. J=7. 5. 6.8Hz), 7.23-7. 34 (2H. m). 7.44-7.50 (1H. m). 7.67-7.74 (1H, 
m), 7.87 (1H, d, J=15.8Hz), 8.52 (1H. dd. J=4. 8. 1.6Hz). 8.58 (1H. d. 
J=2. OHz) 

nmm 1 9 



'H-NMR (DMSO-d 6 ) <5 : 1.16 (3H. t. J=7. 1Hz). 1.58 (6H. s). 4.18 (2H. q. 
J=7. 1Hz). 4.60 (2H. d. J=5.8Hz). 6.70-6.81 (2H. nO. 7.00-7.07 (1H. m), 
7.27-7.35 (1H. m). 7.58-7.62 (1H. m). 7.76 (1H. d. J=16. OHz). 8.02 (1H. 
dd, J=8.0, 5. 6Hz), 8.48 (1H. brd, J=8. OHz). 8.83 (1H. brd, J=5.6Hz), 8.87 
(1H. brs). 9. 14 (1H. brt. J=5. 8Hz) 



ttft:mp 150-151. 1°C (^X^P) 

1 H-NMR (CDC1 3 ) <5 : 1.26 (6H. d. J=6. 3Hz), 4.59 (2H. d. J=6.0Hz). 4.64 
(2H. s).5. 12 (1H. sept. J=6. 3Hz). 6.36 (1H. m). 6.77 (1H. d. J=8. 2Hz). 
6.90 (1H. d. J=15.8Hz). 7.02 (1H, a). 7.22-7.33 (2H. m). 7.45 (1H, dd. 
J=7.6. 1.5Hz), 7.67-7.72 (1H. m). 7.87 (1H. d, J=l5.8Hz). 8.51 (1H. dd. 




• HCI 



MM 2 0 
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J=4. 8. 1.5Hz). 8.56 (1H. d, J=l. 8Hz) 



nmm 2 1 



C 2 H 5 0 



Tl 




N. 



ttftimp 98. 0-99. Ot: (ffltLJL^fr-^tty) 

l H-NMR (CDCI3) 6 : 1.30 (3H. t. J=7. 1Hz). 2.91 (2H. t. J=7.0Hz), 3.60- 

3.70 (2H. m). 4.27 (2H. q, J=7. 1 Hz). 4.68 (2H. s). 5.90-5.96 (IE m). 
6.76-6.80 (1H. in). 6.80 (1H. d. J=15. 8 Hz). 6.96-7.03 (1H, m). 7.22-7.33 
(2H. m), 7.44-7.48 (1H. m). 7.55-7.61 (1H. m) , 7.82 (1H. d. J=15. 8 Hz) . 
8. 47-8.49 (2H. m) 

%mm 2 2 



l H-NMR (DMS0-d 6 . 100*0 <5 : 1.16-1.24 (3H. i). 2.81-2.96 (3H. n), 4.11- 

4.23 (2H. m), 4.52-4.70 (2H, m) . 4.72-4.81 (2H. m). 6.90-7.03 (2H. m). 

7.25-7.36 (3H. m). 7.61-7.66 (2H. m) . 7.79 (1H. d. J = 15. 6 Hz). 8.45- 
8.51 (2H. m) 

mmm 2 3 



C2H s o 



O 
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o o 



: mp 146. 8-147. 8t: (KKx^JU-^pd^UA) 
'H-NMR (CDC 1 3 ) <5 : 3.21 (3H. s). 3.74 (3H, s), 4.55 (2H, d. J = 6. 0 Hz), 
4.85 (2H. s), 6.65-6.71 (1H. m). 6.83 (1H. d, J=8. 2Hz). 6.91-6.99 (1H. m), 
7.00 (1H, d. J=15. 8 Hz). 7.20-7.31 (2H. m). 7.41 (1H. dd. J=7. 6, 1.6Hz), 
7.67-7.71 (1H, m). 7.84 (1H. d. J=15. 8 Hz) , 8.47-8.54 (2H. m) 
2 4 



tt« : mp 106. 1-108. 0°C (ftttx^;U) 

l H-NMR (CDC1 3 ) <5 : 1.17 (3H, t, J=7. 1Hz) . 2.13-2.26 (2H, m). 2.50-2.57 
(2H, ■), 3.96-4.10 (4H, m). 4.60 (2H, d. J=6. 0 Hz). 6.73 (IH. d. 
J=15. 9Hz), 6.80-6.98 (3H. n). 7.23-7.33 (2H. m). 7.41-7.47 (1H. m) , 7.69- 
7.74 (IH. m). 7.79 (1H. d, J=15.9Hz), 8.51 (1H. dd. J =4. 8. 1.4Hz). 8.59 
(1H. d, J= 1.8Hz) 

nmm 2 5 



C2H50 





o 
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: mp 137-140*0 (ft8i^P-'\*^» 
1 H-NMR (CDC 1 3 ) 6 : 2.91 (2H. t, J=6. 9Hz). 3.60-3.70 (2H, m). 3.81 (3H, s), 
4.66 (2H, s), 5.67-5.73 (1H. m). 6.21 (1H. d, J=15. 5Hz). 6.88 (2H. d. 
J=8. 8Hz). 7.22-7.28 (1H. m). 7.43 (2H, d, J=8. 8Hz). 7.54-7.58 (1H. ■), 
7. 58 (1H, d. J=15. 5Hz). 8. 48 (2H. br s) 

mmm 2 6 



tttt : ip 106. 1-107. 5*C (IHKlf;p-A+f» 

'H-NMR (DMSO-d 6 , lOCC) <5 : 2.84-2.92 (2H. m). 3.00 (3H. s). 3.66-3.73 
(2H, m), 3.71 (3H, s), 4.77 (2H, s), 6. 82 (1H. d, J=15.4Hz), 6.94 (2H. d, 
J=8. 7Hz). 7.25 (1H, dd, 1=7.7. 4. 7Hz). 7.35 (1H, d, J=15. 4Hz), 7.53 (2H, 
d, J=8. 7Hz), 7.60-7.66 (1H. m), 8.38 (1H, dd, J=4. 7, 1. 3Hz). 8.46 (1H, d. 
J=l. 8Hz) 

nmM2 7 



'H-NMR (DMSO-d 6 , 100*0 <5 : 3.10 (3H, s). 3.71 (3H, s), 4.66-4.78 (4H. 
m), 6.91-7.05 (3H, m). 7.49 (1H. d. J = l5.4Hz), 7.58 (2H. d, J=8. 8Hz). 
7.73 (1H. dd. J=7.9. 5.4Hz). 8.11 (1H. d, J=7.9Hz). 8.63-8.66 (2H. in) 

nmm 2 8 
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O 



o 




tttf : mp 99. 3-100. 3 t imm^)V-^^-y) 

'H-NMR (DMS0-d 6 , 100*0 <5 : 1.11 (3H, t. J=7. 1Hz). 3.49 (2H. q, J=7. 1Hz). 
3.71 (3H. s), 4.68 (2H, s), 4.77 (2H. s), 6.92-7.00 (3H. m). 7.31 (1H. dd. 
J=7.9, 4.8Hz). 7.46-7.59 (3H. m). 7.62-7.69 (1H. m), 8.45 (1H, dd, J =4. 8. 
1.4Hz). 8.51 (1H. d. J=1.9Hz) 



ttft : mp 137-139T: (St^x^JU) 

'H-NMR (CDC1 3 ) 6 : 3.81 (3H. s) . 4.66 (2H. s). 4.70 (2H. d. J=5.0Hz), 
6.42 (1H. d. J=15.6Hz). 6.89 (2H. d. J=8.8Hz), 7. 00 (1H. brt) . 7.18-7.25 
(1H. m). 7.27-7.34 (1H. m). 7.46 (2H. d. J=8.8Hz). 7.62(1H. d. J=15.6Hz). 
7.63-7.73 (1H. m), 8.54-8.57 (2H. m) 

nmm 3 0 



mmm 2 9 



o 





: mp 162-163^ (m&JL^Jl) 
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'H-NMR (CDC1 3 )<5: 2.90 (2H. t. J=6.9Hz). 3.61-3.72 (2H. in). 3.81 (3H. s), 

4.66 (2H, s). 5.94 (1H, brt). 6.24 (1H. d. J=15. 6 Hz), 6.88 (2H. d, 

J=8. 8Hz), 7.15 (2H. d, J=6. OHz), 7.43 (2H. d. J=8. 8Hz), 7.58 (1H. d, 
J=15. 6 Hz). 8. 50 (2H. d. J=6. OHz) 

mmm3 1 

o 



14#:mp 127X: u a * ? > - » 

1 H-NMR (CDC1 3 ) 6 : 3.81 (3H, s). 4.60 (2H. d. J=6. OHz). 4.65 (2H. s). 
6.08 (1H, 1). 6.39 (1H. d. J=15. 6 Hz) . 6.90 (1H. 1). 7.04 (1H. 1). 7.14 
(1H. m), 7.29-7.34 (2H. m). 7.64 (1H. d. J=15. 6 Hz). 7.71 (1H. m). 8,53- 
8.59 (2H. m) 
MMM 3 2 

CH 3 0 0 
CH 3 ^ 

tt#:mp 104-C (BBIX5 t ;P-'\*^» 

1 H-NMR (DMS0-d 6 ) 6: 1.21 (6H. d. J=6. 3 Hz) . 4.43 (2H. d. J=5. 9 Hz) . 4.78 
(2H. s). 4.99 (1H. m). 6.67 (1H. d. J=15.8Hz), 6.94 (1H. m). 7.12-7.20 
(2H. m), 7.30-7.40 (2H. in). 7.44 (1H. d. J=15.8Hz). 7.70 (1H. 01). 8.45- 
8.53 (2H. m). 8.69 (1H. m) 
Mffi&\ 3 3 
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tttt : dip 93-94X: {*J9uu*9>-'\tt» 

'H-NMR (DMS0-d 6 )<5: 1.21 (3H, t, J=7. 1 Hz). 2.81 (2H. t, J=7. 0 Hz) . 3.45 

(2H. m). 4.17 (2H. a. J=7. I Hz). 4.82 (2H. s), 6.59 (1H. d. 1=15.8 Hz). 

6.94 (1H. i), 7.11-7.18 (2H. m). 7.29-7.41 (3H. m). 7.67 (1H. m) , 8.20 
(1H. t. J=5. 7 Hz). 8.41-8.46 (2H. in) 

mmm 3 4 




: 7^1/7 7^ 

1 H-NMR (CDCI3) <5: 3.23 (3H. s). 3.76 (3H. s) , 4.57 (2H. d. J= 5.9 Hz). 

4.82 (2H. s). 6.39 (1H. d. J=15.6Hz), 6.57 (1H. t. J=5.9Hz). 6.91 (1H. 

m). 7.04-7.10 (2H. m). 7.22-7.29 (2H. m). 7.59 (1H. d. 1=15.6 Hz). 7.68 

(1H. m). 8.50-8. 56 (2H. m) 
MMM 3 5 
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'H-NMR (DMS0-d 6 . 100*0 6: 1.21 (3H. t. J=7. 1 Hz). 3.05 (3H, s). 4.18 

(2H, q, J=7. 1 Hz). 4.70 (2H. s) , 4.75 (2H. s). 6.93 (1H. n). 7.14 (1H. d. 

J=15. 5 Hz). 7.22-7.36 (4H, i). 7.48 (1H. d. J=15. 5 Hz). 7.64 (1H. m). 
8.45-8.51 (2H. m) 

mmm 3 6-37 

MffiM 7 1 8 T# £> ntzik&M&MMftM? Z H t fed: 0 ^T©te£^ 
H»J 3 6 



: 7^777. 

1 H-NMR (DMSO-d 6 ) <5 : 4.57 (2H. d. J=5. 7Hz). 4.73 (2H. s). 6.59 (1H. d. 

J=15. 8Hz). 6.96 (2H. d. J=8. 7Hz). 7.44 (1H. d, J=15. 8Hz). 7.53 (2H. d. 

J=8.7Hz). 7.99 (1H. dd. J=8. 0. 5. 6Hz). 8.42 (1H. d, J=8.0Hz), 8.79-8.83 
(2H. m), 8.92 (1H. t. J=5. 7Hz) 

nmm 3 7 



f£tK:mp 172-176*C (7*-7-feh» 

•H-NMR (DMSO-d 6 ) 6 : 4.57 (2H. d. J=5. 8 Hz). 4.81 (2H. s). 6.78 (1H. d. 
J= 16.0Hz). 6.94-7.05 (2H. m). 7.30-7.39 (1H. m). 7.57 (1H. dd. J=7. 7. 
1.4Hz), 7.81 (1H. d. J = 16. 0 Hz), 7.95 (1H. dd. J=8. 0. 5. 5Hz). 8.39 (1H. 



o 





• HCI 
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brd. J=8. 0Hz). 8.79 (1H. brd. J=5. 5Hz). 8.82 (1H. brs), 9.02 (1H. brt, 
J=5. 8Hz) 

mmm 3 8 

(E) -3- [4- [ ^^)Vts)Vn^-( )V) ;*b*:>] 7xz;H-N-(3-t'UyJMf 



)l] 7i;^y] mm*^)l 0.41g (1.2 mmol) 12 \nL\zmffiL. 

40% *^)17*>*? /-JV&®. 1.0 mL ^T14SfH^Lfco Km 

wntmj£T\zmi®'&. ^m^nmF a Lmmit^ o.3ig 

•fttf :mp 171-172T: (Mx5f;i/-**y-;U) 

'H-NMR (DMS0-d 6 ) 6 : 2.65 (3H. d. J=4.5Hz), 4.41 (2H, d. J=5. 7Hz) . 4.50 
(2H. s). 6.54 (1H. d. J=15.8Hz), 6.99 (2H. d. J=8.5Hz), 7.33-7.39 (1H. m). 
7.43 (1H, d, J=15.8Hz). 7.53 (2H. d. J=8. 5Hz), 7.69 (1H. d, J=7.8Hz). 
8.05 (1H. br). 8.46 (1H. d. J=4.7Hz), 8.52 (1H, s). 8.62 (1H, t, J=5. 7Hz) 

nmm 39-62 

mmm 3 6 \zmctz^m\z^K) ^T<Dit^^mz 0 

MMM 3 9 





tttK:mp 168-169^ (mm^)l- ^ ^ y 
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^-NMR (DMS0-d 6 ) <5 : 1.09 (6H. d. J=6. 6Hz). 3.82-4.05 (1H. m). 4.42 (2R. 
d. J=5. 9Hz) . 4.48 (2H, s). 6.54 (1H, d. J=15. 8Hz), 6.98 (2H. d, J=8. 7Hz). 
7.33-7.37 (1H, m). 7.43 (1H. d, J=15. 8Hz), 7.53 (2H, d, J=8. 7Hz). 7.66- 
7.72 (1H, m), 7.90-7.94 (1H, m). 8.46 (1H. dd, J=4. 8, 1.6Hz), 8. 52 (1H. d, 
J=l. 8Hz). 8.61 (1H, t, J=5. 9Hz) 

nmm 4 0 



tt#c:ip 151-153*0 (mmxT-fr-t? J-)V) 

^-NMR (DMS0-d 6 ) 6 : 1.04 (3H. t. J=7. 2Hz), 3.09-3.22 (2H. m), 4.42 (2H. 

d, J=5. 8Hz), 4.49 (2H. s), 6.54 (1H. d. J=15. 8Hz), 6.99 (2H. d. J=8.7Hz), 

7.33-7.39 (1H. m). 7.43 (1H. d, J=15.8Hz), 7.53 (2H. d, J=8. 7Hz). 7.69 

(1H. d. J=7. 9Hz), 8.13 (1H. br), 8.46 (1H. d. J=4. 1Hz). 8. 52 (1H, s), 8.63 
(1H. t, J=5.8Hz) 

mmm 4 1 



^-NMR (DMS0-d 6 ) 6 : 4.41 (2H. d. J=5. 9Hz) , 4.47 (2H, s). 6.54 (1H, d, 
J=15. 6Hz). 6.98 (2H. d. J=8. 8Hz), 7.33-7.56 (3H, m). 7.43 (1H, d, 
J=15. 6Hz), 7.53 (2H. d, J=8. 8Hz). 7.66-7.73 (IE m). 8.44-8.49 (1H, m) . 
8.51-8.53 (1H m), 8.62 (1H. brt. J=5. 9Hz) 



o 




O 
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MM 4 2 




N 



N 



tttt : mp 150. 7t (x*y-;U) 

'H-NMR (CDC1 3 ) <5 : 3.34 (3H. s), 3.44-3.59 (4H, m). 4.51 (2H. s). 4.59 

(2H. d. J=6.0Hz). 6.16 (1H. brt), 6.33 (1H. d, J=15. 5Hz), 6.87-6.94 (1H, 

br). 6.92 (2H, d. J=8.8Hz), 7.24-7.31 (lH.ni), 7.47 (2H. d, J=8.8Hz). 7.64 
(1H, d, J-1S. 5Hz). 7.66-7.73 (1H. m), 8.51-8.58 (2H. m) 



l H-NMR (CDCI3) 6 : 1.37-1.67 (6H. m), 1.94-2.10 (2H. m), 4.20-4.38 (1H, 
nO. 4.47 (2H. s). 4.60 (2H. d, J=5. 9Hz) . 6.09 (1H. brt, J=5.9Hz), 6.33 
(1H. d, J=15. 5Hz), 6.36-6.45 (1H, br), 6.91 (2H. d. J=8. 8Hz), 7.24-7.31 
(lH,m), 7.47 (2H. d. J=8.8Hz). 7.64 (1H. d. J=15.5Hz), 7.67-7.73 (1H, m), 
8.52-8.59 (2H. n) 

nmm 4 4 



mm 4 3 
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O 




tttt : m& 

'H-NMR (DMS0-d 6 ) <5 : 4.37 (2H, d, J=6. 1Hz), 4.42 (2H. d. J=5. 9Hz). 4.61 
(2H, s), 6.54 (1H. d, J=15. 6Hz), 7.00 (2H. d, J=8. 7Hz), 7.29-7.38 (2H. m). 
7.43 (1H, d, J= 15.6Hz). 7.53 (2H, d, J=8. 7Hz) , 7.61-7.73 (2H. m) , 8.43- 
8.53 (4Hm). 8.62 (1H, brt. J=5.9Hz), 8.75 (1H, brt. J=6. 1Hz) 
H»J4 5 




L H-NMR (DMSO-d 6 ) <5 : 4.41 (2H. d, J=5. 8Hz). 4.50 (2H, s) . 6.53 (1H. d. 
J=15. 6Hz). 6.98 (2H, d, J=8. 6Hz) . . 7. 32-7. 38 (1H. m), 7.43 (1H. d, 
J=15. 6Hz). 7.52 (2H. d. J=8. 6Hz). 7.67-7.71 (1H. m). 8.44-8.48 (1H. m) . 
8.51-8.53 (1H. m). 8.60 (1H. brt. J=5. 8Hz). 8.99 (1H. s) . 10.85 (1H, s) 

nmm 4 6 




: mp 144. 2t (7-fe h» 
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l H-NMR (CDCI3) <5 : 3.84 (3H, s). 4.59 (2H, d. J=5. 6Hz). 4.59 (2H. s). 
6.04 (1H. brt, J=5. 6Hz). 6.32 (IE d. J=15. 7Hz). 6.89 (2H, d. J=8. 8Hz). 
7.24-7.31 (lH,m). 7.47 (2H. d. J=8. 8Hz) . 7.63 (1H. d. J=15. 7Hz), 7.66- 
7.72 (1H. m), 8.52-8. 58 (2H. m), 9.11 (1H. brs) 

nmm 4 7 




tt#:mp 206-2090 

*H-NMR (DMS0-d 6 ) <5 : 4.43 (2H. d. J=5. 8 Hz). 4.56 (2H, s), 6.67 (1H. d. 
J=16.0Hz), 6.91 (1H. d, J=8. 2 Hz). 7.01 (1H. t. J=7.4Hz). 7.30-7.58 (5H. 
m), 7.70 OH, brd. J=7. 9Hz), 7.82 (1H. d. J=16. 0 Hz). 8.47 (1H, d. 
J=4.0Hz). 8.53 (1H. brs). 8.68 (1H. t. J=5. 8Hz) 

mts&m 4 8 




tt«:mp 146-150*0 J -Jl'-BKx^JI,) 

l H-NMR (CDC1 3 ) 5 : 2.87 (3H. d. 1=4. 9Hz). 4.51 (2H. s). 4.58 (2H. d. 

J=5. 9Hz). 6.53 (1H. d. J=15. 7Hz). 6.66-6.71 (2H. m). 6.83 (1H. d. J= 8.2 

Hz). 6.96-7.03 (1H. m) . 7.23-7.37 (2H. m). 7.48-7.53 (1H. m). 7.69 (1H. 

brd. J=7. 9Hz). 8.00 (1H, d. J=15. 7Hz). 8.48-8.50 (1H. m), 8.55 (1H. brs) 
Hi«J4 9 
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tt^imp 156. 6-157. 5t: (Stx^-y/7 00^^» 

•H-NMR (CDC1 3 ) 5 : 1.13 (3H. t, J=7. 2Hz) , 3.26-3.40 (2H, m), 4.46 (2H, s). 
4.55 (2H. d, J=5. 9Hz), 6.58 (1H, d. J=15. 8Hz). 6.71-6.76 (1H. m), 6.81 
(1H. d, J=8. 2 Hz) . 6.94-7.01 (IE m) , 7.07-7.13 (1H. m). 7.20-7.35 (2H, 
m), 7.46-7.51 (1H, m). 7.67 (1H, brd, J=8. 0Hz). 7.98 (1H, d, J= 15. 8Hz) . 
8.46 (1H. dd, J=4. 8, 1. 5Hz). 8.52 (1H, d. 1=1. 9Hz) 

nmm s o 



144* :mp 175-177X: (H^X^U- S J<? u a * ? » 

'H-NMR (CDCI3) <5 : 1.16 (6H, d, J=6. 6Hz). 4.14 (1H. dsept, J=7. 9Hz, 

6.6Hz).. 4.49 (2H, s), 4.59 (2H. d, J=5. 9Hz). 6.34-6.39 (1H, m), 6.50-6.58 

(1H. m), 6.54 (1H. d, J=15.7Hz), 6.83 (1H. d, J= 8.2 Hz). 7.01 (1H. t, 

J=7. 5Hz), 7.23-7.37 (2H, m). 7.48-7.53 (1H. m), 7.67-7.72 (1H. m). 7.99 
(1H, d, J=15.7Hz), 8.49-8.52 (1H. 1), 8.55-8.56 (1H, m) 

mmm s 1 
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0 



tttt:mp 147-149^ (SillfJhy^Dn^» 

'H-NMR (CDC1 3 ) <5 : 3.25 (3H. s) . 3.45-3.55 (4H, m) . 4.55 (2H, s). 4.58 

(2H. d, J=6.0Hz). 6.62 (1H, d, J=15.8Hz). 6.84-7.07 (4H. m), 7.23-7.38 

(2H. m). 7.44-7. 50 (1H. m). 7.67-7.74 (1H. m) . 7.86 (1H, d. J=15.8Hz), 
8.50-8.54 (1H. m). 8.56-8.58 (1H, m) 

nmm 5 2 



'H-NMR (CDCI3) 6 : 4.53 (2H, d, J=6. 1Hz), 4.54 (2H, d. J=5. 9Hz) , 4.59 (2H, 
s), 6.46 (1H. d, J=15.7Hz). 6.47-6.52 (1H, m). 6.85 (1H. d, J=8. 3Hz), 
7.01 (1H. t. J=7.4Hz). 7. 19-7. 37 *(4H. m) . 7.46-7.50 (1H. m). 7.58-7.68 




(2H. m). 7. 97 (1H. d, J=15.7Hz). 8.44-8.53 (4H. m) 
Mt&M 5 3 




fttfi : mp 16l-170"C ;-)V) 
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•H-NMR (DMS0-d 6 ) <5 : 4.42 (2H, d, J=5. 8Hz), 4.54 (2H. s) . 6.65 (1H, 6. 
J=16. 0Hz). 6.94-7.05 (2H. m). 7.30-7.40 (2H. m), 7.53-7.58 (1H, m), 7.67- 
7.73 (1H, in), 7.80 (1H, d, J = 16. 0Hz) . 8.45-8.49 (IE ra). 8.52-8.54 (1H ; 
m), 8. 64-8. 70 (1H. br), 9.05 (1H. brs), 10.89 (1H. brs) 



tttt:mp 171. 7-175. 5r (»^-^dd*M-^» 
*H-NMR (DMSO-d 6 ) 6 : 1.30-1.90 (8H. m). 3. 97-4. 14 (1H, m), 4.42 (2H. d, 
J=5. 9Hz), 4.56 (2H. s), 6.68 OH, d, J=16. OHz), 6.90 (1H, d, J=8.2Hz). 
7.00 (1H, t. J=7. 4Hz). 7.29-7.40 (2H. i), 7.53-7.58 (1H, m), 7.67-7.73 
(1H, m), 7.80 (1H, d, J=16. OHz). 8.00 (1H. brd). 8.45-8.49 (1H. m). 8.52- 
8.54 (1H. m). 8.67 (1H. brt. J=5. 9Hz) 



14t*c:mp 171. 0-173. 8*C (*?;-)V-$ no^;UA) 

l H-NMR (DMS0-d 6 ) 6 : 3.63 (3H. s). 4.43 (2H, d. J= 5.9 Hz). 4.57 (2H. 

s) . 6. 67 (1H, d. J=16.0Hz). 6.93-7.06 (2H. m) . 7.29-7.39 (2H. m). 7.53- 

7.59 (1H. i), 7.67-7.73 (1H. m). 7.81 (1H. d. J=16. OHz). 8.45-8.48 (1H. 
m). 8. 53 (1H. brs). 8. 65 (1H. brt. J=5. 9 Hz) 

nmm 5 6 




MM 5 5 
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O 



O 



ttft : mp 172*0 (v^ UU*$ >- ; -)],) 

^-NMR (DMS0-d 6 )<5: 2.66 (3H. d. J=4.7Hz), 4.43 (2H, d, J=5.9Hz). 4.50 
(2H, s), 6.67 (1H. d, J=15.8Hz), 6.98 (1H. n). 7.00 (1H, m), 7.17-7.21 
(2H, m). 7.31-7.40 (2H, in), 7.44 (1H. d. J=15.8Hz). 8. 04 (1H. brs), 8.45- 
8.53 (2H. m), 8.70 (1H, t, J=5. 9Hz) 

mmm 5 7 



14ft : mp 152-154^ 

'H-NMR (DMSO-d 6 ) <5 . : 1.04 (3H. t, J=7.2Hz). 3.16 (2H. m). 4.43 (2H. d, 
J=5.9Hz). 4.49 (2H, s) . 6.67 (1H. d, J=15.8Hz). 6.98 (1H. m), 7.16-7.20 
(2H. m)., 7.31-7.38 (2H, m). 7.44 (1H, d, J=15.8Hz), 7.67-7.73 (1H. m), 
8.12 (1H. m). 8.45-8.53 (2H, m), 8.71 (1H. t. J=5. 9Hz) 

m mm 5 8 





tttt : mp 133-134t: 
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1 H-NMR (DMS0-d 6 ) 6 : 1.09 (6H. d. J=6. 6Hz). 3.70 (IH. m), 4.42 (2H. d. 

J=5. 9Hz). 4.47 (2H, s) . 6.67 (1H, d. J= 15. 7Hz) . 6.97 (1H. m). 7.15-7.20 

(2H, m). 7.30-7.40 (2H, m). 7.43 (1H, d. J=15.7Hz). 7.70 (1H, m). 7.8.9 

(1H, brd. -J=8. 0Hz) , 8.45-8.53 (2H. m). 8.69 (1H, t. J=5. 9Hz) 

m mm 5 9 



ttft:mp i80-i8it: (mmx^)v-** 

•H-NMR (DMS0-d 6 ) 6 : 4.42 (2H. d. J=6. 1Hz) , 4.46 (2H, s). 6.66 (1H. d, 
J=15. 0Hz). 6.97 (1H. m) , 7.15-7.19 (2H, m). 7.30-7.54 (4H. i). 7.51 (1H, 
d. J=15. 0Hz) . 7.70 (1H, m), 8.45-8.52 (2H. m). 8.90 (1H. m) 

nmm e o 



tttt:mp 127-130X: (y^DO/^>-^-t)-» 

'H-NMR (DMSO-d 6 ) 6 : 4.37 (2H, d. J=6. 1Hz), 4.43 (2H, d, J=5. 8Hz), 4.61 
(2H, s). 6.66 (1H. d, J=15. 8Hz). 6.99 (1H, m) , 7.19 (2H. m), 7.28-7.38 
(3H, in). 7.44 (1H. d, J=15. 8Hz). 7.61-7.72 (2H. m) . 8.41-8.54 (4H. m) , 
8.71-8.73 (2H. m) 

mmm e 1 
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: mp 112T: 

'H-NMR (DMS0-d 6 ) <5: 3.23 (3H. s). 3.28-3.40 (4H. m), 4.43 (2H, d. 
J=5. 8Hz). 4.52 (2H. s). 6.67 (1H. d, J=15. 9Hz) . 6.98 (1H. a). 7.16-7.21 
(2H. m). 7.31-7.39 (2H. m). 7.44 (1H, d. J=15.9Hz), 7.70 (1H. m), 8.13 
(1H. ■). 8.47 (1H, m). 8.53 (1H, n), 8.71 (1H. m) 
6 2 




: 7^1/77^ 

l H-NMR (CDC1 3 ) <5 : 1.09-1.48 (5H, m). 1.59-1.71 (3H. m). 1.88-1.94 (2H. 

m). 3.87 (1H. 1), 4.45 (2H, s). 4.61 (2H. d, J=6. OHz). 6.32-6.40 (2H. 

dO.6.44 (1H, d. J=15.6Hz). 6.92 (1H. 1), 7.02 (1H. 01), 7.16 (1H. m). 

7. 25-7.36 (2E m). 7.64 (1H. d. J=15.6Hz). 7.70(1H. m), 8.51-8.59 (2H, m) 

nmm 6 3 

(E) -3- [4- [ (^*U;*J^^) ^ h^->] 7x-;H + (3- t°Ux;M5P 
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o 



USS^J 3 6 "C'&iotlfz [4- [ (E) -2- [N- (3- tf 1 J tDVK^-iM It 

7i/^y] mm • &&m697mg £IPe;U*U >(0. 20mL) ^i>^^)V^)V 
K6mL £*£fl?U *fcfli#~Rc ylf^'J >|y7- KO. 36mL MJx^ 
;i/TS >0. 60niL«:l®^SPA, MT1. 5 Pf^iX^Lfeo KJftf&tCJk^tlQ;^ St£ 

5&U IgU^y'J^m^A^OYh^^?^- (y^DD^>:^; 

-;w=i5:i)Tfi!S^ if|giiLSiSfc£«» 65mg mtntz, 

tttt : mp 213. 6t (7-feh» 

^-NMR (DMS0-d 6 ) <5 : 3.40-3.70 (8H. m). 4.41 (2H, d, J=5. 9Hz), 4.88.(2H. 
s). 6.52 (1H, d. J=15. 8Hz). 6.96 (2H, d. J=8. 7Hz). 7.32-7.37 (1H, m). 
7.42 (1H. d. J=15. 8Hz), 7.51 (2H, d. J=8. 7Hz), 7.65-7.73 (1H, m). 8.44- 
8.48 (1H. m). 8.51-8.53 (IE m). 8.60 (1H. t, J=5. 9Hz) 



L H-NMR (CDCI3) a : 3.55-3.68 (8H. m), 4.57 (2H, d. J=6.0Hz), 4.74 (2H. s) , 
6.61-6.68 (1H. br), 6.73 (1H. d. J=15. 8Hz). 6.89-7.02 (2H, m), 7.15-7.34 
(2H. m). 7.43-7.49 (1H, m), 7.66-7.71 (1H. m). 7.91 (IH. d. J=15. 8Hz). 
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8.50-8.55 (2H. m) 
% MM 6 5 

(E)-3-[2-[[N-{^^;U) tttulrt^ )l] * h*->] 7xz;H-N-(3- t° 'J y 



8Tf#6nfe (E) -3- [2- [ frrt^-i )l) * h=^->] 7x~ 

;M-N-(3- tf'J yJMfJW-2-yn^>i75 K650mg , o-y >6$^849mg S. 
D^vU>(4ml)/7nn*;UA (4ml) <D2g£t)£ 2 mmm^M^. Ltz. 

7^- (7nn*;UA : ^-tf-y : / -;U=50: 10: 1) Tfiti^ MUL^I 

^k^#3 237mg (33*) 

tt#:mp 193-195X: (i?DQ*M) 

'H-NMR (DMS0-d 6 ) <5 : 3.02 (3H, d, J=4.5Hz), 4.94 (2H, d, J=4. 7Hz). 4.95 
(2H. s). 6.83 (1H, d, J=8.2Hz). 7.04 (1H. t, J=7.5), 7.16 (1H. d. 15. 6Hz) . 
7.31-7.43 (2H, m). 7.58-7.62 (1H, m), 7. 75-7. 79 (1H, m), 8.11 (1H. d, 
15.6Hz). 8.50 (1H. dd. J =4. 7, 1.4Hz), 8.59 (1H. d, J=1.6Hz), 9.95-10.15 
(1H. br), 10.53 (1H. brt) 
%1fem 6 6 ~ 7 1 

nmms 5 \zmcttmz&v ^xr<Dit^m^m^ 
nmm 6 6 
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H 3 CO 



V- 1 



tttt : mp 182. 1-184. (TC WWLX9')V-'\*Ur» 

*H-NMR (DMS0-d 6 ) 6 : 2.98 (2H. t. J=7. 2Hz). 3.71 (3H. s). 3.85-3.93 (2H. 
m). 4.86 (2H. s), 6.95 (1H. d. 15. 5Hz) . 6.98 (2H. d. J=8.8Hz). 7.30-7.38 
(1H. in), 7.53 (2H, d, J=8.8Hz), 7.66 (1H. d, 15. 5Hz). 7. 66-7. 73 (1H, m). 
8.42-8.46 (1H. m), 8. 48-8. 50 (1H, m) , 10.09-10.30 (1H. br ) 

mmm 6 7 



H3CO. 




: mp 127-132t: (KiX^) 
^-NMR (CDCI3) <5 : 3.79 (3H. s), 4.70 (2H, s), 5.07 (2H, d, J=5. 6Hz), 
6.77 (1H. d. J=8. 1Hz), 6.96-7.05 (1H. m). 7.25-7.31 (2H. m). 7.37 (1H, d, 
15.5Hz). 7.48-7.54 (1H. m), 7.75-7.85 (1H, m), 7.85-8.00 (1H. br), 8.01 
(1H. d, 15.5Hz). 8.53-8.57 (1H. i). 8.62 (1H, brs) 

mmm e 8 



H3CO. 




tttt:mp 117. 1-119. Or (^X^U--\^1t» 
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1 H-NMR (DMS0-d 6 . 100*0 6 : 2.93 (3H. s). 3.71 (3H, s) . 4.77 (2H. s), 
5.25-5.35 (2H. br). 6.95 (2H, d. J=8.8Hz). 7.28 (1H. d. J=15.0Hz). 7.33- 
7.38 (lH.ni). 7.58 (2H. d. J=8.8Hz). 7.60-7.70 (1H. m) . 7.65 (1H. d. 
J= 15.0Hz). 8.46-8.50 (1H, m). 8.54 (1H. brs) 



tttt : m& 

1 H-NMR (CDC 1 3 ) 6: 3.28 (3H. d. J=4.9Hz). 4.92 (2H. s). 5.05 (2H. d. 
J=5. 5Hz). 6.76 (1H. d. J=15.3Hz). 6.92 (2H. d. J=8.8Hz). 7. 28-7. 34 (1H. m) . 
7.50 (2H. d. J=8.8Hz). 7.53-7.59 (1H. br) . 7.71-7.79 (1H. m). 7.83 (1H. d. 
J=15. 3Hz). 8.11-8.47 (1H. br). 8.55-8.61 (2H. n) 

^mm 7 o 



1 H-NMR (CDC1 3 )<5: 3.81 (3H. s). 4.66 (2H. s) . 5.05 (2H. d. 5.5Hz). 6.74 

(1H. d. J=15.3Hz). 6.89 (2H. d. J=8. 8Hz). 7.27-7.34 (1H. m). 7.48 (2H. d. 

J=8.8Hz). 7.57-7.63 (lH.br). 7.72-7.79 (1H. m). 7.83 (1H. d. J=15. 3Hz). 
8. 54-8. 61 (2H. m) 

%mm 7 1 



mm 6 9 



s 
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s 



s 



H 3 C^ M J^O 




tttt : mp 178-1 8(TC 

'H-NMR (DMSO-d 6 ) <5 : 3.05 (3H. d. J=4. 6 Hz), 4.91 (2H. s). 4.92 (2H. d. 

J=7.6Hz), 7.04 (1H. m), 7.14 (IH. d, J=15. 4 Hz), 7.21-7.43 (4H. m). 7.69 

(1H. d. J=15.4 Hz), 7.75 (1H, m). 8.50 (1H, m). 8.59 (1H, m), 10.1 (1H. 
brs), 10.6 (1H. m) 
nffiM7 3 

T<DmmM7 2RZS7 3 (Dit&wzmco 

H»J 7 2 



44#:mp 150*0 (dec.) (7-feh>-zK) 

^-NMR (MSO-d 6 . 100*0 5: 3.12 (3H, s). 4.67 (2H, s). 4.80 (2H. s). 

6.94 (2H. d. J=8. 8Hz), 7.01 (1H. d. J=15.4Hz), 7.49 (1H. d, J=15.4Hz). 

7.59 (2H. d, J=8. 8Hz). 7.75-7.83 (1H, m), 8.15-8.20 (1H, m), 8.65-8.70 
(2H. m) 

7 3 




o 
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: mp 'lore (dec. ) (*-7-fe h » 
l H-NMR (DMS0-d 6 )<5: 3.26 (2H. t. J=6. 4Hz) . 3. 65 (2H. q, J=6.4Hz), 4.72 (2H. 
s) , 6. 46 (1H. d. J=15.9Hz). 6.94(2H. d, J=8.7Hz), 7. 32 (1H. d, J=15.8Hz). 
7. 48 (2ft d, J=8.7Hz). 7.97I2H. m), 8. 49 (2H. m), 8. 81 OR d, J=4. 9Hz) 



o 



HOOC 




'H-NMR (DMS0-d 6 ) 6: 4.46 (2H. d. J=5.9Hz), 6.65 (1H, d, J=15.9Hz). 7.25 
(2H. d, J=8.5Hz), 7.48 (1H. d. J=15.9Hz), 7.48-7.55 (1H, m). 8.69 (2H. d. 
J=8.5Hz). 7.85-7.89 (1H. m). 8.55 (1H, dd. J=l. 5Hz, 4.9Hz), 8.60 (1H. d, 
J=1.5Hz). 8.76 (1H. t. J=5.9Hz). 

nmm 1 5 

3- [4- [ (E) -2-tN- (3- \t U vJM *M * )Vrt^ M jlt-M 7 x=;H 7o \Ot 
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O 



HOOC 




re 

N 



4-*;u$;i^-r&&io. og. Kv^^m ms^ia u ^ah. 8go 
mm&mrz z t-cA-^s. ;uy^ ^;u9. 78g o 1%) <h lt*# 

4-*J^J^^fei^^3. 23g^^*10!i;A-^ v->A-^^323igCOPmx5 1 ^ 

#3. 29g*'>U*y;i/*7A^n^ h^77^-(^1)->:^lfiH:l)Ti 
§?U 4-fc Ko*v*3MUk Kny-r^^^5 1 ;U2.42g(73«)]5:^4-^;i'5^t: K 
oy-f &16 ( >t3 1 ;U638iiig(20X) £*S£@#:i: LT^n^tmtz, 

4- 1 H n * <> ^ ^ t K □ &il ^ ^M. 34g£ IS- Wiit T > # > 2 1. OgO i? 
^oo^^>40BLB»«SMT17I^Pi!ia#bfc. xiHfcT ># >^t7-f S± 

^2. llg(91X) £8S£B#£L-a#fc. 

4-*;u=UUt: Kny-f &&*^;U2. 30g, ?n>gt2. 50g&tf fc'^U v>0. lmLO 
eu v>12mLi§^^100'CT2Bfr H ^ 3l*tt*l40t:-e2I*raiJt#Lfc. KJSfcfc* 
TklOOmLfciJIlA., 0. 5mol/L^^210mL^^TT-5^<i:T^aiUfe@#:^5^L, # 

£S£2. 38g(84SK) £SSfe@#£LT$fc. 

4-t2-(>. h*^;V#x;i,)x^/l/]y-f &m. 38g, Sfl:ft:iW. 82mLS^v 
*?\IU*J|/A7$ K2®<75v^nn^^>50niL^^30^F B 1Mil^LAco 
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MOnLTiStfU 3-t°DU;U75>l. 10g©»Kx^20iL*«*lOA, ^ST30 
$HSH!t#U&. S^^«afPfiW*T«fe^L. *Ji£imx^;M0iiiLTfliaiL&. 

fS&HTS C tT3- [4- [ (E) -2- [N- (3-tf U vUM ij^n^ )V) x^x;H y 
xx;H y.ne^->^^^;U2. 82g(86*) ^i« H B tLTI#fc. 
: n!#: 

! H-NMR(CDC1 3 ) <5: 2.63 (2H. t, J=8Hz), 2.95 (2H, t, J=8Hz), 3.66 (3H. s) . 
4.57 (2H. d. J=6Hz). 6.37-6. 45 (1H. m). 6.41 (1H. d. J=16Hz) , 7.19 (2H. d. 
J=8Hz). 7.22-7.29 (1H. m), 7.4K2H. d, J=8Hz) , 7.65 (1H. d. J=16Hz), 
7.66-7.71 (IE m), 8.50-8.55 (2H. m). 
3- [4- [ (E) -2- [N- (3-tf U V)V^)V) # ;Wt^ M Ij-JH 7xx;U] 7°o t! 

30#p B 1jt#Lfco S^S^t7K70mL*ljn^., ft&T, 0. 2Bol/LSfEK70inL£ft];L. 
«f ffl L£ni#:£33X U lOOrT^JEKS-r 5 £ £T3- [4- [ (E) -2- [N- (3-fc?U v ;U 
^f;W^^<;Hif-JH 7xx;H 7u\z*>m. 16s (100%) £SSfe@-&<>: 

'H-NMR (DMS0-d 6 ) 5: 2.55 (2H. t. J=7.4Hz), 2.84 (2H. t, J=7.4Hz), 4.43 (2H. 
d. J=5.9Hz). 6.64 (1H. d. J=15.9Hz). 7.28 (2H. d. J=8. 1Hz). 7.37 (1H, dd, 
J=4.8Hz, 7.8Hz), 7.46 (1H. d, J=15.9Hz), 7.49 (2H. d, J=8. 1Hz). 7.66-7.73 
(lilm), 8.47 (1H, dd, J=1.6Hz. 4.8Hz). 8.53 (1H, d. J=2.0Hz). 8.68 (1H. t, 
J=5. 9Hz). 

3- [4- [ (E) -2- [N- (3- M I) * fj ;krt*-f M if^H 7 xx;H 7 □ t° 
*>m. 55g£0. iiOl/UM50nLK»*Ufc. *£g£Lfc&> h;Ux>-C#*U 
100-C T8Egj|t Z Z t T a W £T 5 3- [4- [ (E) -2- [N- (3- £ "J ;* 5P )V) * )V 
A*^< ;H Ir-JH 7xx;H 7n t?:*>iM£&m 53g(88*) &ft*&B#£ LT 
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212r (7-feH>-*) 
'H-NMR (DMSO-dj) <5 : 2.56 (2H, t. J=7. 4Hz). 2.85 (2H. t. J=7. 4Hz). 4.60 (2H. 
d. J=5.8Hz). 6.72 (1H. d. J=15.8Hz). 7.28 (2H. d. J=8. 1Hz). 7.47 (1H, d. 
J= 15.8Hz). 7.50 (2H. d. J=8. 1Hz), 8.03 (1H. dd. J=5. 6Hz. 8.0Hz), 8.46- 
8.50 (1H. a). 8.82-8.87 (2H. m). 9.08 (1H. t. J=5.8Hz). 

nmm 7 6 



o 



MeOOC 




'H-NMR(CDC1 3 ) 6: 3.81 (3H. s). 4.61 (2H. d. J=6Hz). 6.02-6.37 (1H. n), 
6.46 (2H. d. J=16Hz). 7.25-7.31 (1H. m). 7.51 (4H. s). 7.59-7.72 (1H. m), 
7.67 (1H. d. J=16Hz). 7.68 (1H. d. J=16Hz). 8.54 (1H. dd. J=2Hz. 5Hz). 
8.58 (1H. d. J=2Hz). 
m&W7 7 

nMM7 5Cfl^fc:&ffiK:«fcD«T©fc£ft£Wfc. 



o 




•HCI 



'H-NMR (DMS0-d 5 ) 5: 4.59 (2H. d. J=5. 7Hz). 6.58 (IH. d. J=16.0Hz), 6.80 
(1H. d. J = 1 5. 9Hz). 7.47-7.76 (6H. m) , 7.97 (1H. dd. J=5. 6Hz. 7. 9Hz). 
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7.39-7.43 (1H. in). 8.78-8.83 (2H. m). 9.02 (IH. t. J=5. 7Hz). 
H«J 7 8 



MeOOC 




: mp. 1 17-1 18*0 (B»x^;W 
'H-NMR (CDC1 3 ) a : 2.63 (2H. t, J=7. 2Hz) . 2.96 (2H. t. J=7.5Hz), 3.06 (2H, 
t. J=6.4Hz). 3.67 (3H, s) . 3.76-3.85 (2H. m). 6.35 (1H. d, J=15.6Hz), 
6.71 (IH. br). 7.14-7.21 (2H. m), 7.19 (2H. d. J=8. 1 Hz), 7.42 (2H. d. 
J=8. 1Hz). 7.57 (IH, d. J=15. 6 Hz). 7.59-7.67 (IH. m). 8. 54-8. 58 (IH. n). 
H«J 7 9 

mmm7 sizmcttmiz^vuToitsmzmz. 



HOOC 

tttf:mp. 185-186° C (7-feh>-7j<) 

'H-NMR (CDC 1 3 ) <5 : 2. 52 (2H. t. J=7. 2Hz) . 2.83 (2H. t. J=7.3Hz). 3.18 (2H. 
t. J=6. 5Hz). 3.58-3.67 (2H. m), 6.52 (IH. d. J=15.8Hz). 7.26 (2H. d. 
J=8.2Hz). 7.34 (IH. d. J=15.8Hz). 7.45 (2H. d. J=8. 2 Hz) . 7.79-7.88 (2H. 
n). 8.30-8.43 (2H. m). 8.79 (IH. d. J=5. 6 Hz). 

mmm 8 o 

3- 1 K □ * ->-3- [4- [2- [N- (3- M >J ->*;U *^)V)t> jM*<f M if- ;u] 7 x - ;H 
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O 



MeOOC 




OH 



4-*Jl/S;i'^<&& 1.76 g . p-* h^i/^>v;i/^P'J h* 1.63 mL RZSmm. 
^U-^A 2.76g K 20mLMS^£80r ^I^MMftLT'co K 

»nyOA«l^ M^IgiJlTif, »«E*«JETfc:T 

<tLT»&nfc 2.96 g (100 » . 

friz, 4-*;US;i^-f £gp-7x->;u 296 mgiyn^r^^^^ 1 ^ 0. 14 mL£ 
^>izT> 4 iLKl*»Lfca, 3E»5fc 95 mg^JDA^fSi U 7;io*>^g!iT, 

U 5 X MTiSfcfrLfc. 3Tftj|£ 10 X j&K^HJSA#Sireife#Lfc&, 

K»t5ui"?IMi:t54-'[l-t Kn*5>-2-(* h*y*;W-JHlfJH ^ 
^fcttp-T^S^US^jlfiiKfl^LT 51 mg (14 %) 

&lc, 4-U-k S x^;H ^r<&mp-7x->ju 

44 mg£7xy-;i,0. 1 iL CSfflfU tK<^T 30 #M h U ^l^nRK 0. I mL 
tjllt^uiiaD 4-[l-t h' y-2- U h^y^J^-JW If JH *--f& 
i?£6&@#<hLT 27 mg (91 %) ftfc. 

S&C, 4-(l-kHn*i/-2-W h*v#;U#x;i0X3\>H $r-f&K 82 mg£ 
3-(75/ t°'J v>37/U&a^>**^;i/*;i/A75 K 1 mL CJgJSU 

T 1 mNlisTy U >Wti?X.?)\s 55 At L i:h'jx^7 5> 50/iLT^S"r^ C 
£K«fcDSW£"r*3-kHn* v-3- [4- [2- [N- (3- K 0 vjU * # ;u At -f ;U 
iT^H7x-;H^ntt>K^5 : J^7^7 7X(!:LT 17 mg (15 X) ft 
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'H-NMR (CDCI3) <5: 2.72-2.76 (2H. in), 3.73 (3H. s). 4.02-4.14 (1H. in). 4.60 
(2H. d. J=6.0Hz). 5.15 (1H. dd. J=5. 6 and 7.1Hz). 6.07 (1H. t. J=5.6Hz). 
6.41 (1H. d. J=15.6Hz). 7.26-7.32 (1H. m). 7.38 (2H. d. J=8.3Hz), 7.49 
(2H, d. J=8.3Hz). 7.67 (1H. d, J=I5.6Hz). 7.67-7.71 (1H. 0) . 8.52-8.58 
(2H. m). 
HWJ8 1 

[4- [2- v 7 J -2- [N- (3- M U xJM *M * )l) if^] 7 i/^y]Sfl 



o 




o 



(4-*;UiUl,7xy*-» 98if;p l. 25g, 2-:x7/-N-(3-lfU >r;M:P;i.) 
7-feh75 K 875mg S^lf^U v>5^(7D^v^^-y->^^7;^*>#a^ 

=50:1) r-mm-rzz.tTm.'&ihL Mg&mtco z.o^(D^^D->mm^)vx 
n^B-r^z-trmmit^ 1. 53g(83x) ^mnm^tLxmz. 

: mp 139-140T; {s\**]r )V) 
'H-NMR (CDC 1 3 ) 6 : 1.31 (3H. t, J=7. 1Hz). 4.29 (2H. q. J=7. 1Hz) . 4. 64 (2H. d. 
J=5.9Hz). 4.70 (2H. s). 6.88 (1H, t. J=5.9Hz), 6.99 (2H. d, J=8.9Hz). 
7.34 (1H. dd. J=7.8Hz. 4.8Hz). 7.73-7.77 (IH. m). 7.94 (2H. d, J=8.9Hz). 
8.29 (IH. s). 8.57 (IH. dd. J=4. 8Hz. 1. 2Hz), 8. 65 (1H. d. J=1.4Hz). 

%mm 8 2 

[4- [2-> 7 y -2- [N- (3- tf 'J ->*;u / j-m ts ;u/t*-r m i^-jh 7 xy + y|si 
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o 




0 



[4- [2-> 7 y -2- (n- (3- e u # m if-iH 7 x y * H m 

Igx^;U 730mg^y^/-;U30DiL^^fcO. 2mol/L*K{fc:*- K U ^A*»«10iL* 
ft]*., MT18P#rafli#Ufc. **y-^£S£U TklOOmL&JDA, fflif;!' 

WMfc&ta l56ng{22»*SEStfiH#£UT»fc. 

'H-NMR (DMS0-d 6 ) «5 : 4.30 (2H, s). 4.36-4.56 (2H, m). 6.99 (2H. d. J=8. 9Hz) . 
7.36 (1H, dd. J=7.8Hz. 4.8Hz). 7.70-7.82 (1H, a). 7.92 (2H. d, J=8. 9Hz). 
8. 26 (1H. s). 8.46 (IE dd, J=4. 8Hz, 1. 6Hz). 8.55 (1H. d. J=1.8Hz). 9.15- 
9.44 (1H. m). 

nmm 8 3 

(4- [2->7 y -2- [N- (3- tf u ->*;u y ti )vn=E-( M ir-;H 7iy4y]Si 



o 




o 



Hffiftl 8 2 (DZfotft 0 Wta#:^7K lOOmL/y * y-JU lOOmLTMU 
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0. lmol/L ^S^OmLT+ftU *9 J -;U£g£U gmx^;UT^1i#j£ttiiiiJfc 

102mg(I9X)£$ilfiB#<hL-a§fc. 

'H-NMR (DMS0-d 6 ) 6 : 4.52 (2H. d. J=5.7Hz). 4.83 (2H. s) , 7.12 (2H. d. 

J=8. 9Hz). 7.70 (1H, dd. J=7. 9Hz. 5. 2Hz) . 7.98 (2H. d. J=8. 9Hz), 8.09-8.23 

(1H. ■). 8.31 (1H, s). 8.60-8.70 (1H. n). 8.74 (1H. d. J=1.4Hz). 9.31 (1H. 
t. J=5.7Hz). . 

m&m 8 4 9 



o 



Me 2 N 




: mp 179-182'C (* * / -;P/IH8x3=-;M 
'H-NMR (DMS0-d 6 ) 5 : 2.85 (3H. s). 3.00 (3H, s), 4.44 (2H, d. J=5. 8Hz) . 
4.97 (2H. s), 7.09 (2H. d. J=8. 9Hz). 7.37 (1H. dd. J=7. 8Hz. 4. 8Hz), 7.01- 
7.77 (1H. m). 7.96 (2H. d. J=8.9Hz). 8.16 (1H. s), 8.48 (1H, dd, J=4. 8Hz. 
1.6Hz). 8.56 (1H. d. J=l. 8Hz). 9.00 (1H. t. J=5.8Hz). 

nmm 8 5 

[4- [ (E) 5P;U-2- [N- (3- £ U *J)V* J-M t> ;UA*-f M Ir-JH 7i/ + 
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/^Jl^^ATS K40mL^fc:^ST^ □ ny^M^l/X-T^M mL£rSTU 
^^■eSBtr^lt^L^., 2mol/L&^ g^x^TftSai^ Wai^JcTft 

% b n^Slai ^y'J* 7A^D7h^77^- (^U- > : Mx^P JU=7 : 1) 
T-mSmrZCtlZ^M-i* h*:>/> h + y)7th7xy> 6. 73g(93*) 

m®&*m<ti- h U 0 A 1. 93g0T- h7th'D77 >40mLs«i£iC ylfj^ 
**/gmx^;U9niL£ri3rFU &i&X-ZQttM&Lfz'&. 4'-Uh + y^h + y) 
7th7x;>6. 70g<D-r h?t K □ 7 >40mL*gf££irFU ^iST17Pf JP 

^@inciTf5nfcM$vu*yji/*7i»7nTh^77^-K+ 

tf->:i^^X^;U=10:l) tfigf^iitaD (E)-3-[4-U h + ->^ h^»7i 

-;H-2-^T->^X5 1 ;U^^fe»tttl<hLT3. 91g(42«), (Z)-3-[4-U h + y^ 

f>*-» -7xx;H-2-yx>^x^;i/$aife^^ti<ttT425mg (4. 6S)^tt-?-*nf# 
7c. 

(E)-3-(4-(/ h*->y 7xx;u]-2-y7 L >i!X5 1 ;U3. 79g<2**y-;i/ 
mmzQ. 76mol/L(D7j<^^Th , J'7A7K^fS^JPA, ^rST2P#F*181#L£. y^ 
/"-;U£g£U 0. 45mol/L^&£/iSiT U #TfcH L£@#£;5$ 7KTiftfr&, 
MM£E^TSC<i:(CJ:0 (E) -3- [4- S*->* h*v) 7i-JH-2-7f>i 
2. 36g (70S!) ZM&m&t LT'Mzo 
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(£)-3-[4-U h^y^ h+i/) 7iz;H-2-^f>l 1.11 g £v*5P;i,*;u 
A75 h* 11 ®L\Z®ML, 3- (7 = J *3\>U) tf » J v> 0. 56 mL . ->7/ U >^ 
vx^;u 0.93 mL RZfb 'Jx^,U7 5 > 0.77 mL £3JD;iT, ^fiT4^Mfi^a 
ttfc. EJ&JSttfcgmx^ <h7K 40 mL mz-T®thL, jE{C*B«t OftKx^ 

EL&tzmtoit. &&&*im 1.94 g 

(E) -3-[4-U h^->* h*-» 7xx;H-N-(3-tf'J yJM^JH-2-yf>75 
H 1.94 g£**/-Jl, 38 nLfc:8A¥U 1.9 mL$JPAT^iaT8l^fliJSt^ 

m\*mm, «tt*sitfc. #e>n/i^^$rax^;u-n-^\^-!t>T^B B H 

U (E) -3- (4-k H o + y 7i - JH + (3-f U y*;Mf JH -2-^r>7 5 F 1.16 
g (96. 5 %, 2 X§) 

(E)-3-(4-t Kn^v7xx;W-N-(3-tfU> f ;P^^;U)-2-y^>75 K 0.54 g 
t5?^?;WA75 K 22 iLK^U U 0.332 g 

•e7ih'>^T^nDSH^ 0.26 mLfcJDitfc. 5P#p B 1£j&£-£, KJS&ffc 
KRKx^izkfcjnATfflajU M£zkJiJ;Bimx3 1 ;Ve?ifl&ajL&. 6m 
x^;US^^ii-T7K<hfiSft^7jcT^#L^7K^i?v^^vr/AT^Ljt. ft 
i&8!l£tt9J&. ^$££g£L7c 0 y'J*^'M7A^o?h^77^- (P^x 
3^ : **y-;U=10:l) T«SU 0.554 g (78. 2 *) £f#fc 0 :tl^Ml^ 
/^*tf>^Sff£ST*c:<!:k:«i;9 [4- [ (E) -1-* ^;U-2- [N- (3-tf ' J S^M* 1 
MtJJW^M IfUH7i^y] KilfJl/ 88 mg (16. 2 » 

'H-NMR ( CDC 1 3 ) 5: 1.31 (3H. t, 1=7. 2Hz). 2.57 (3H. s). 4.28 (2H. q, 
J=7.2Hz), 4.55 (2H.d. 1=5. 9Hz), 4.64 (2H. s), 6. 00 (2H. brs). 6.88 (2H. d. 
J=8.9Hz), 7.28 (1H. m) , 7.40 (2H, d. 1=8. 9Hz). 7.70 (1H. n). 8.54 (1H, m), 
8.57 (1H. d. J=I. 7Hz). 
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mmm 8 6 




o 



mmm 8 5 r'&zntz [4- [(E) - i-*^-2-[N-(3-eu 

;H If-JH 7xy^rv] ftSxfjV 0.5 g \Z**JkmWL* V V & 0.39 g <h50S 
**/-;Mc 20 mL€:JPx.2^^JlStL^c„ *7KT&35 L&7^ b 3 mol / L HC1£ 
mx pH6 <hU «fffl*ftWJUtej»Ufci:C5[4-[(E)-l-^^;p-2-lN-(3-t!>J 
x;M^)#;UA*^;U] i7-)H7i^y] ftft£*179.6ig (39 JWfcSft 
fc. 

tttt : mp 228-229"C 

'H-NMR (DMS0-d 6 ) 6 : 2.47 (3H, d). 4.37 (2H, d. J=5.8Hz). 4.71 (2H, s) . 
6.22 (1H. d). 6.94 (2H, d. J=8.8Hz). 7.37 (1H, n), 7.45 (2H. d. J=8. 8Hz). 
7.68 (1H. m). 7.47 (1H. dd, J=8. 9Hz. J=4. 8Hz) , 7.85 (2H. m). 13.07 (1H. 
brs). 

mmm 8 7 

(4-[l-7x-JU-2-[N-(3-tf U ^JMfM^M't'fjH If-iH7i^y] 




o 
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&®MZW£'&, mmZglkL. ?M#©4-(yt h*y* h + y^y^xy >£ 
^*Wf3#/co iR»2.44go 

4-Uh + ->yh4 : y)^>';7x;> 0. 485gH:7*nqEgmx^;K). 45mL ^> 
iz?>l. 5iL&tf hJUx>l. 5mL£anx.Ti§8?£i±, M»3. 27g<h3 £&50ig£;bD;LT 

U*yW7A^O?h^77^- : ^\^-tt>=l : 5) TffSTS 

d<h(CJ:0, «&tt©3-t Ko*<>-3-[4-{* b + ~>* h^fy) 7i-;i/]-3-7i" 
;U^ntf^->i?x^;u^263fflg OR3S39.9X) mtz. 

3-t FD + y-3-[4-(^ h*~>* 7x-jH-3-7iZJV7°nlft>ix 
^ 0. 23g^x^ y-JHmLt^b2mol/L7j<^b^- h U £ AzkigiE14nL£Jn*.» 
MT16P5ISHt#Lfc. &&&£;Dn;LTpHl£U mm^)lT*mtiiihLtzo * 

mm^^^L. efiSft©3-t Po + y-3-[4-U h^y^ h + y) 7x- 
Jl/]-3-7xx;U^ntf^>KS202Hg (4**95. 7X) 

3-t Kd*«>-3-[4-(* b*->^ h^-» 7x-;H-3-7x^7"ntft>i 
0. 66gC*g*tf U 7;U=i*>m^T7fc^{CT^->^U >1. 65mL£Sl] 

A, £iB£ML4P#iai«#Lfc. »Kx5 1 ;U*fiaiP$-e:fc**i0o< OSITL. 5 

JSfcfliUfc. fi^^vy^JU^i^S KfcgflU 3- (7S/*^JU) fc? 
U v>0. 34mL ->7/ U >K vX^;U0. 55mLSU-' h »J X5f ;U7 5 >0. 45mL£JD7L, 
7;U=f>^SStTW«m*PUfc. B»X^;Ut**JP>L» ^^x^;UT*3lHlft&ai L 
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A : **y-;U=l5 : 1) TlSSSif 3 d £ 0 , ilM*<0£fiE»£495iog*Sjt. BE 
C*©**^^y-;U6iLlC*»U»*»0.34iiL*10A48»M«*tsb, SSif^ 

&$#J£^£&, Jg&£g£U y'J*y^7A^07h^77^- (£PP 
TfcjUA : **/-;U = 20 : 1) TSSf-rs^tfciO. Sfi@#<Z>3- (£:b: K P* 
y 7 x r JH -3- 7 x - JhN- (3- f U y Jl^ ^ fJH 7 ^ 'J il^ 7 5 K£106mg (ft* 
14. 2%) 

3- (4- th'D+y7x-JH-3-7x- ;U-N- (3- tf 'J i/)]/^^)]/) 7 # 'J JU7 5 K 
95mglc^^^;U^;PA7 5 K2mL, W^mMts U »7 A48mgSZ>*^7 p P^lSx^JU 
0.04iL&lBA7;U=f>»8lT4«fWSJS*13:fc. »Kx3=-;raiEl«lHiU *T2lsI, 

20:1) 7?»«T*^<i:t«J;0» [4- [1-7 x - JH- [N- (3-H U yJM ?iH 

■hW^M if-JH 7x/+v]^x^^l40ig OW100*) f#7c. 

[4-[l-7xx;i/-2-[N-(3-t?l) z?)V*7)l) IMVK^M If-iH 7i/ + 
S'] HKx^HOOng »C^K*»J^A66mg*JlOA, 50X**/-;W7lcl0iiiL£ilD;LT2 
«MHJ«8SLfc. 3 10 1 AOttKSJn^pHetbMx^TJdiaUfc. *T2IeU 

£g£u aisfiiooing*B»x^jpTf??*sar«^i:TefiEgfro [4-H-7 xx 
;u-2-[N-(3-fu sw^jw #;wtt-r ju if=;n 7i; *->]§m£80mg 

(JR*86. 7X) flfc. 
14tK : mp 187-189TC (tf&x^lO 

'H-NMR (DMS0-d 6 ) <5 : 4. 05 (2H. s). 4.22 (2H. d. J=5. 8Hz). 6.40 (1H. s) , 

6.73 (2H, d, J=8. 8Hz). 7.06 (2H. d. J=8. 8Hz). 7.11 (2H, m), 7.27-7.45 (4H, 

m), 7.46-7.50 (1H, n), 8.39 (1H, d. J=l. 7Hz). 8.41-8.48 (1H, m). 8.53 (1H, 
d. J=9.4Hz). 

nmm 8 8 
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[[4-[(E)-2-[N-(3-tf'J iS)\,*?-)\,)t>)\,n^ )V] x^-;U] 7 X x;U] 75 j\ 



o 




o 



4-73- /^r< «1.88g, W7)V*umWLJL?-M. SmLRZt h U X5P;U7 5 > 
4.8aLO/^y-;P20iiiL«*«MT4Bra!i»Lfca, *&T0. 3mol/L*K*2n 

\Z£K>. 4-(hU7Mo 7-fe5P;U7 5 / ) *r-f 2. 8 lg (94» 

540Bg©s?*^;i,*;i,A7 5 K20iL**fc*»T, yjy U>ivx?MMi 
MJx^7S>0.8mL£Ji»*, MTMWIBHJtfcbfc. *£Jn;L<5 d <hT«f 

N-(3-t°U x;M^;U)-4-[(MJ 7)l^U7±^)l) 75 7] ^r<St7S K£ 
1.61g(92*)f§&. 

N-(3-tf ■> ^JM^)-4-[( h <J 7;^D7tfJW75;JW«l. 55g£ft 
'J '7A1.84g<7)5/**5fJI,*;UA7 5 K lOmLS«$ft£y □ ^BMt-^;U 

ft. SlT^^ATgJSLf;, 1EJft*!l£ttSiJl. BMteffSU »snfc» 
S^v'J*yjU*7A^OT h^77w-(^nn7jN;UA:^^y-;i/=50:l) t:t 
»«*ttT« :tT[[4-[ (E) -2- [N- (3- fcf u v;m *;u/t*-f M it-jh 
7x=;H(hij7^D7WA)7S;]|« t-^H&582ng(30»#fc. 
[[4-[(E)-2-{N-(3-t?U *J)V**)V) tUM^M if-M 7i~iH ( H 'J 7 
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U 2 no I / L &g 0.4 aLfcJfla., Smx^UT'fcbtB^ *T«JI£!ilfBtf- MJ $ 
JU/ftKx^UT-Ste&U to&M&$£&?ZZ.fV. U&ltTZ [[4-[(E)-2-(N- 

(3-eu ->*;m^;u) ts)vn^M ifz;n bxx;u 75 y] ffg$ftit&B# 

tLT78ng(20»»fc. 
tttf : @# 

'H-NMR (DMS0-d 6 ) 6: 3.84 (2H. s), 4.40 (2H. d, J=5.8Hz). 6.36 (1H. d, 
J=I5. 7Hz), 6.57 (2H. d. J=8. 6Hz), 7.29-7.38 (4H. m), 7.65-7.71 (1H. m) . 
8.44-8.51 (3H, n). 
H»J 8 9 

[ [4- [ (E) -2- (N- (3- fcf U v JU* * ;W\*^ -f M IfziH 7i-;H 5=-*] » 



o 




o 



x^y-ju 38 ml tc*S^'J^A I. 36g£Jn8*Jg#U 4-7n^ 
>i?>3=-;*--;i/ 3. 8g £iPA> Mt^U*yjl/ 3. 8gi:7*o^^i?t-y^;U 2.96 

W7A^D7h^7^- (^^X^;U : ^\++J->=l : 20) T*i§2»-r3 d <k (C 
cfcD, [(fya^yi-JH^li^l t-y^U 5.98 g (98. 6%) 

[(4-7o^7xZJHftlSI 3.46 g (CiM vyot;nfji/7 

5> 8 nL h'J7iZj^7 7^> 0. 6 g % 7£ 'J fr&JL^fr 5.2 mL &Z>*7 
th-h'Jil/ 35 mLfcUDATSMBLfc. g^A^v^A 0.26 g £gsJnL 

7;U^>5C85T44I^HJa85Lfc. SJ5fiSffi»cKKx^;i/JtiD>tfatiJ L, 7KT»L 
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*£U yUAy>*7Ai707h^77>f- (ftlx?;!/ : ^*lt>=l : 20) 
fcxffigJL. 4-[[(t-7h*<>;fr;u#-;M ^^;H^*]-Jr«f SUif^ 2.7 g 
(73. 7» Zntzo 

4- [ [ (t-y h j^zJH ^ ^] ft] ^r-f ^^X^ 389 mg IC50S**/ 

10 jaLzmz.. mmtivuA 167 ngZtoA.mmmm\siz. 

7JH/>*»T, 3-(7*y*3MH fcTU5;> 0: 19 mL > v7/U> 
K^X^U 0.31 mL, HJX3\>P75> 0.26 mL*c:©0#T3lDAfc. ^&T3P# 

ATJMU hV7)\,*umWL 0.71 mL «0*/CMT16*WJIH*Lfc. Kfo® 

=5:1) CT»Sl,fc. MIC, vUTWl^^A^n^ YV=>7 4- (H^X^ 
;u : **y-;U=2:l) £T??***«U [[4-[(E)-2-[N-(3-tTU^/^;W*;U 
/^;HlfzM7x-JHft] ^94.6 mg (23.8 Si, 3Ig) 
tttt : mp 160-16 It: (8*16x^-^+1- » 

'H-NMR (DMS0-d 6 ) 6 : 3. 88 (2ft s). 4.50 (2H. d, J=5.8Hz). 6.67 
(1H. d. J=15.8Hz), 7.34 (2H, d. J=8.3Hz), 7.44 (1H. d. J=15.8Hz), 7.53 
(2H. d. J=8.3Hz). 7.70 (1H. m). 8.05 (1H. d, J=8.4Hz), 8.66 (2H. m). 8.86 
(1H, q, J=5. 6Hz). 

C57BL/6CrSlcatt-7-7X(DflIE^{c 3 %?\) □ U- h (Brewer 

tioglycolate)*Jftfc2.0iL ttHL, 3af B miUc. A>***5.0nL TJHEi^ 
^e>v^O77-v^0iKL, 10% F B S (Fetal Bovine Serum ; V i/ftiaftikm) 
PM I 1 640^%1C T48weliyu— hC^t»#, C0 2 < >^^^-^ 
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; £TF fPAj tM-To ) £6iS«S. D. h(C50mg/kg» 
tit* »Pltj£2mg/kg/day<D/BaTl 1 Bi*TS#Lfc. 1 1H1 



s 


2 








(%) 
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4 1 
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5 0 


1 0 


5 6 


1 6 


4 2 


3 6 


2 9 



»%tt8a»Sprague-Dawley^aH47y ^> h rt)V\i?-)],1- 

0 0 rpmT7^F»U Platelet rich plasma (PRP) £f»fc. PR PC 
t£»£>2 5mmo 1 /L hU*£K- 1 3 0mm o 1 /Lmt-f h »J 2 A - 0 . 
3mmol/L EDTAlii (pH7. 4) (AlW) \Z&M21t. 4*C, 
1, 5 0 0 rpmt5»WLL 2 0£iD 51b , *»WlC2 5mmo 

l/Lh'J7M-13 0mmo 1/L-0. 1%^JH3-X, 0. 1%7)\,7 
5> (pH7. 4) (Bftffft) 

PRPtt5Xl 0 6 l/ram 3 fcfc*<fc 5 l:Bl»t:tiib, 9 67^^1/ 
-h(C150/iL/we 1 1 T#&Lfc 0 MttttK&ttftftftU 0/zmol/ 
LlC^S«ka. tlHSt, 50H/we 1 lT^SPLfco ft&fcKoaSiHm'r <* 
C«^K»SdIVS!ii7-y> (lmg/mL) Xtt7 7*h*>S (50mmol 
/L) £5 jtiLSsiHlU 1 0 >4=-o.^— hl/L SjSf?±^J«t IT E D T 

A-f>M^y>«2 0aLiJDUc„ ±tjf* <0 b □ >#*1t>A 2 (T 
XA 2 ) ftSft«f«T** ho>#*1t>B 2 (TXB 2 ) £Cayman*t©TXB 



65 



WO 00/42013 



PCT/JPOO/00082 



2 m&*y McT^suifc. m%&m3\z7ik-? 0 
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^Tnt»37-y>Xf477*K>ilcJ:4TXA 2 Si^LTif^^^ 
T#§/!fffl» * £ «t 0 Atl 3 t> © 1 1" -5 . 
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m * <D $5 BB 



1 . fc& ( I ) 



R 




,^(CH 2 ) n . 



^0 (I) 



(SCI 3 , R 1 «tK1?S> C,. 6 -7J^^yI, 7U-^7Jl/3 + ySXttll 

*;uS£3eu r 5 fcfcmm=?, c,. 6 -7Mjhx«7'j-;h^i, r 6 

tt**®^ C,_ 6 -7J^M, y7/SXIJC 1 . 6 -7J^ + y-*Jl/fc 
M^Sl, Wtt»*jR^ BfcH«^, -f$;l, *^U>£, tKn*->/f 

0 <7)*§£\ S:-C(R 2 ) (R 3 ) -W-Hh , -l/>S^gLT ; b t ]:K ) T^Sn 

2. R 1 T?«$nstftSil&75;i*t, lIXtt#IiCDC,_ 6 -7J^^ 
S, iiXl^ISlW C 3 _ 6 - y i7 n 7^=^;H, liX^aiOC^e-7^ 

3. i^omiS!2iO^<'SII7$ KSSattXtt^OB^ttCMfSft* 
5. W*0«HSB1*C«0^<&»7S K»*#Xtt*WK*W(CflF$Sn-5 
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